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(54) ANTIFUNGAL AGENT AND ITS PRODUCTION 

(57)Abstract: 

PURPOSE: To obtain an antifungal agent having higher 
effects than a conventional antifungal agent and high 
safety in treatment for dermatomycosis and mycosis of 
viscus. 

CONSTITUTION: This antifungal agent is expressed by 
the formula [R1 and R2 are each a halogen or H; R3 is H 
or a lower alkyl; (r) and (m) are 0 or 1; A is N or CH; W is 
an aromatic ring which may contain a hetero atom (N, S 
or 0) and may be replaced or its condensed ring; X is an 
aromatic ring which may contain a hetero atom (N, S or 
O) and may be replaced, an alkanediyl, an alkenediyl or 
alkynediyl which may be replaced, respectively; Y is S, 
S02, CS, CO, O, N-R6 (R6 is H or a lower alkyl), CON- 
ORS or (CH2)1-4; Z is H, a halogen, a lower alkyl, a lower 
alkoxy, OH, SH, N02, CN or phenyl, phenoxy, imidazolyl, 
triazoiy! or amino which may be replaced, respectively] 
and its acid addition salt such as a compound of formula 
II. The compound of formula I is obtained by reacting a 
compound of formula III with a compound of formula IV. 
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S^Tfe±<0Xttl*S»U AteNXteCH£Jc 
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8-5 3 4 26 



l OH .R J 



W-(X)-(Y)— Z (1) 



U W« 1 £(±0f M^f LT^Tfe i < , #ONL 



;i"£&*«u y»sc-s-, >sa >so 2 , >c 

= S, >C = 0, -O-, >N-R 6 , >C = N-OR 
6 Xtt (CH 2 ), - (dJIICR* 

/^PSfcjMfeU S£ j 1 -4 0tS^t5) 

SlfLT^Tt)cfc^h'J77UM, l£Lh(Dg&S£ 

^WUT^Tt><fc^T^/«^lc*-r^o fc«U r = 
m=0(D£#, W^7y-;HT*0, R 3 

[«^2] hijkb i <d— «j£ (i) T^^n-s^ 
Wb2] 



(5£*QttS> CX = CH 2 **#U Tli=CH-, 
= N-3Ui=N + -0-*iftlfeU SgEfiSCN. S. R 




N' 



— N 
H 

H R< 

< N 




Mb 3] 

H. « 4 1' 



d # d 



I 

R 5 



\\ / 
N — N-g4 



(sSf. utt=cH-, =N-xa=N- -o- 40 TS4n*»±ojs*»*>6WRan*ai*«i*u y 

0 0 0 0 o« 
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- (CH 2 )j- 
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O 



-N(R 7 )R» N ,-CN, -^a^>. -OR 7 . -N0 2 , -H, 



H 



N — N O 7 ^<y^ 



[3£<f Vti=CH-, =N-X«>N* -O- 
U R ' ttffiRTJW'JWteMsU R T RVR* \tm 

S^l/R' IJADy^S, -CN, 1,2,3- Ml 7VU 
JVS. L,2-.4-hU7VUJfr&. -S (O) . R'»Rrjt 
— N— (R 1( ) 2 R»l4*tBTXH;a7fl4 
;vst?a&»3. n teox«i-cab£) «k»?)&*iW>£jgiR 




Ubi o] 



rat#3i3] 



35* 



Hfc7] 



30 Mb 1 1 ] 



CflSl 2] 



Mb 8] 



40 
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SO,U« 





50 



—401— 



(4) 



8-53426 




SMe 



Kfcl 4] 




Mbl 5] 



Kbl 7] 



O s M« 




Hfci 6] 



30 



4-v?y;^u^oir:;U) - 3 2 - (ih- 

1, 2, 4-hU7^/-;i/-l- f;w ^^;i/^^>^ 

S#fttt63Kf^ (2S, 3R) -3- (2, 4 

-4- (ih-i, 2, 4-h»J7y-;P-i--f;w 

[§S3<3I6] 5fcS*«ttfc (2R, 3S) -2- (2, 
4-isy)l*U7^-)l) -Z-*^)V-2- (1H- 
1, 2, ;V-l--f;W *7)Vtt*s*7 

(2S, 3R) -3- (2, 4-^:7 
-3-tHP+y-2-^^-4- 
(1H-1. 2, 4-hU7»/-^«l-f*) 

C»*^7] (2R, 3S) -2- (2, 

4->?7WD7xZ;M - 3 2 - (1H- 

i, 2, 4-hU77-;v-i-f;w 

«t-r*3tt*»ttft (2S, 3R) -3- (2, 4-i? 
7RD7zrj» -3-th , D^>-2-^5 : ;P-4 

- (ih-i, 2, 4-hU7y-;p-i-<;w ^ 

[f»*S8] 
[ft2 0] 



NH 2 




[ftl 8] 





49 



[»*«5] 3fc*«ttfc (2R, 3S) -2- (2, 



50 



(a;*, a, r 1 , r 2 risr* tt»«j«ijc*^T« 

[ft 2 1] 



o 



(iC** HaltiBrXliClTfeO, X, Y. Z. r 
[ft 2 2] 
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R l . R 2 , R 3 , X, Y. Z. r RtXm«±SBIC3£g| 
Hb2 3] 



Ufc2 7] 
R 3 -CH 2 - 
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(5£f, a, r 1 rucr 2 itm^mnz^xMmvtc 

Z D 



[ft2 5] 
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i OH R 3 

^-1 (" W-(X) F (Y) M -Z 
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(jS*. A, R 1 , R 2 . R s , X, Y, Z, rRt/m 

[fl;2 6) 



Si( CH 3 ) 3 



(S:*. R 3 » X, Y, Z. r &tfm«8};fcJB 1 \z&» 
Ufc2 8] 



FX 




OH R 3 

W.(X) f (Y) m .Z 

H 



■?-©^-&S<fc'?^-5S-?*»3> A, R 1 , R 2 , R 3 . 
X, Y, Z, r&tfmte±ie»afc«Ufci*D-ea&-5> 

[fitjRSill] 5S: 
Ut2 9] 

R3 



R'2 

(jSW. R 1 , R 2 , R 3 . W, X. Y. Z. r&tfm 
5>{k-&®)t, ^^^□Dia^B#^Vi-Cl. 2,4- MJ 

Ufc3 0] 
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10 
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* (5£f> A. R l , R 2 , R 3 , W, X. Y, Z, rR 
Hfc;3 1] 




•W-(X)-(V)_ 2 



!M^eL<tt*^ST*ie*U R 3 a? [0 0 0 1] 



Tfc±^#^£fcB*cD||&^31£^i*U XB1£U: *®SI^^<»Yfc;^Raf^O^DnffiCli-r5. 

©e^S**LTViX*>J;<, jfc-sN, SRt^OO^ KB, 5&fc^2UX*©g£#;(ni:!t09§i 

i K±©iiS$ti / T^x i b < tH7;i'y>^'f;i' [0002] 

jps*^*u yi«-s-, >so, >so 2 . >c n^m&<ommiz\iTA^y^j>Bfii£i,mm^nx 

= S. >C = CX -O-, >N-R« . >C = N-OR *j2-ettT^-J^»^SAM^IB^Sn 

6 Xtt (CH,)i - (^(CR 6 ttzkSHii^XteffiSfcT 5CSofc. U*>L^dtS, ^ti67V-;n^©|gS!lfr 

ffl»r***«. /\Dy>fl:i6»7K;n. &srtmu [o o o 3] 7\/-;]^ffl^aft*«ai£b-c, wttf 

3*->g, ADy>fl:f»7^+->i, *KS> #ffiB3 5 7-7 0 8 8 5Wjkmz\%VVTV-)V%.-£® 

-hnS, ->7/S. fil7W/-fA«, 1 AWmfStlT^Z. #HBH6 0 - 2 2 4 6 8 9^ 

£i.h©g^SS;^rL.T^TfeJ;^7i-;PX, l£Ui© &«fcB, (1, 2 ,4- h V7-/-JV- 1 -- f ;W 

IStLT^tfciVWS^/'JJH, 1£U:CZ>B&« [0 0 0 4] 

SfbT^TfeJ:Hhy7yUM, UU-hOB&SS: lftm*mVtV& 3 tfZWIiM] *fS9!B, ft*©in* 

m=0OtS. Wat?-7V— ;14BT?* *K R 5 tt*^)V [000 5] 

^■ltz^tk^im^t*5«-&s:^< <> ] ~c mm&mvt? stub oi^m ^mmmtstiMmn<o 

#&a^£9tt«B£&J&K'. [0 0 0 6] 

[S*«13] 5iKSSI-e*Sffl^l 2|H®OEIg Ufc3 2] 
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R 1 

[0007] ca^R 1 Rr/R 2 «^n^n^-x«s 

nra-T ! bS^oTt)J:< 0Xtel£;lc*U AteNX 

j^_t w b t v> x *> «fc v^#» * re (om^m £ m#: 
s ooft^ ^a«n^^nn^<& i j^_twbTii 

Tfc<fc^«SI, l«±(D©&»£#bTV>T*><i;V>;F 

7)^>^ frm&M&l'. Yteit-S-, >so> > 
SO2 , >C = S> >C = CX -0-> >N-R 6 , > 

c=n-or 6 x« (CH 2 )i - (z.z\zr 6 
^x\*i&m7)v*)m&mt*i„ j ^i-4co^gc 
T^$n^s^*c*b, zkmcs&i^ a 

5^-;l/»* -hnS, ffi»7;W7 
X, i«±<Dg&X£WUTVvrfc£^:7x/^>X* 30 

&±<Dwmm&mvx^xTb&\,*hV7VV)im. ik 

£2*U r=m=0©^ Wmy-JHT^D, 

r 3 &*^)vmx$>K>. ^rhxz^mm^x$>^m^ 
C0008] x$kt>istiz>ik'&m. xittomttMmw 

fco 40 

[0009] *Rw<Dit&mz, m*<D^f&)i-b\z<k 

[0010] h I 

5£: 
[0 0 11] 
Mb3 3] 




[0 0 12] (5£4>, A, R l , R 2 RtfR 3 teSfcl^ 

[0 0 13] 
[fc3 4] 

9 

Hal ^ " s 



[0 0 14] WHal^BrXttClT^O, X. 

[0 0 15] 
MC3 5] 




[0 0 16] (5£*, W«Mtft^n^TV-Jl/^<fcD 
^£>gT&0> A> R 1 , R 2 \ R\ X, Y, Z> r 

[0 0 17] )V— HI 
S: 
[0 0 18] 
Mfc3 6] 




50 [0 0 19] (j£*K A, R 1 &tfR 2 teSfctOtlgb*: 
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[0 0 2 0] 

[ft: 3 7] 

Z D 



[0 0 2 1] (SC** DHWtft^nfc. Xfc*#fit£(Z>g 

0> ZttHXfiCHs T&£>) (Dfc^mt.* Rfo^Z> 

[0 0 2 2] 
[ft 3 8] 

i OH R 3 

M— fW.(XWY)..Z 
R 1 ^ H 
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[0023] (s:*, wte@&£n*:, x«#b«©^ 

1 , R 2 , R 3 , X, Y, Z> r2fctXmtt5fefc«*b& 
t*DT?»S) -C«3nSft£-«£».-5. 

[0 0 2 4] Mil 
it: 

[0 0 2 5] 

[ft3 9] 




30 



[0 0 2 6] A, R 1 RtfR 2 MtffcfcjSBLfc: 

[0 0 2 7] 
[ft 4 0] 
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N- 



R 3 -CH 2 - 



CX) X -(Y)_-Z 



Si(CH 3 > 3 



[0 0 2 8] (i£tpR 3 . X. Y. Z. r]£tf m te$fcfc 

[0 0 2 9] 
[ft4 1] 
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OH R 3 

^-W-CX^iY), 




H 



[0 0 3 0] (St*, WttM&Snfc, Xtt#Mft<0 5 

R 1 , R 2 , R 3 , X, Y, Z, r&tfmte^tC^L 

[0 0 3 1] mv 
it: 
[0 0 3 2] 
[ft4 2] 



R2 

[0 0 3 3] (5£*K R 1 , R 2 , R 3 , W, X, Y, 
Z, r»«mtt*fc3t«Lfct*D7f»«)-©ft-&<» 

h u >> A&xte i,3 — r ^ h u v i±mt 

[0 0 3 4] 
[ft4 3] 




H 



SO 



[0 0 3 5] (it 4". A, R 1 , R 2 , R s , W. X, 
[0 0 3 6] *^^Wft^©K^in^©Ki:bTtt. 

[0 0 3 7] *BWT«y8L»***iLTtt«*.tf. 
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15 

x— *r)V. -f y^ntf;ux— fh7tFo77 

>, 2-;* h^X^/ — Jk 1, 

^>if>, h;kr>, 3rzsU>* ^6/^n;^>if>, 

^u->, -tv*** 

/P73>, s?x^;pt^>, hUx^P75X 
ifnu^x tr^u^>, tr^^^>, ^e;i^u>, 7 

>^i*(07^>i> *>PA75]*. N-^KO'JH 
>> N, N-^^^;W^^/n>, N, N-^*^ 
7th75b% N, N-^^fWA75 H^ifOT 

. [0 0 3 8] *%f»^«R«ft^ttlr)a«OKfMljfttC 

[oo39] mmmvmtisxt*. m^u-r 

X^A1& ; 5" H^X^;i/7>^X»j7A^ ; ^^<>^ 
if0 4»7> : EX»>A»; V^y^A 
*fc£©7;fcfr U±«AIHK ; ; ^ft**»«, 

[0040] *&, tissoi^uTft f*x.i£ mm 

tHo+yX^>XM>ffi& *9U>*tt, 
7x/i7^>ffil> ifJMr$>ni** ^u-»it&£© 

TSSWML: hU^^;P7a>ffi, KUX5 1 ;U75> 

^+^75 >4t, N, N-y^>y>Xfl/>y73 
>ffi> N-*3\>l^JWtl3>llL yX^7Hl/7$> 
46, h«jx^y-;l/7a>I, h'JX (tHnt^f 



(9) 4£W§¥8-5 3 4 2 6 

16 

[0 0 4 1] HM^J 

[0 0 4 2] KBMl 
H** 1 

(2S.3R) -3- (2,4-y7WP7xXJW -3 
i0 -t Hu^y-2-^^-4- (lH-l,2,4-hU 
TV— IP- 1 — fJW ^DXhU^ 
[0 0 4 3] «®jS 
HIS4 4] 




F 



a? 

[0 0 4 4] (2R,3S) -2- (2,4-$?. 

7 )V*U7 -3-*3 L )V-2~ (1H- 1,2,4 

-hU77-;p-i-<;w ^w^>7>5g (2 

O.Ommol) £HPX>4 0mlfcjB^U^»«fca*»H 
ITCyX^7J^X^Ay7X H (1.0Mh^X> 
SfflO 8 0ml^Jn^> 5 OTCTl 2^WfiPl»brCo *C 
iC*10mK 1N-HC1 1"2 Oml&HB^afTFU a 
••C2«rlB«*bfc. 7DU^W17 HTfJtilUfe© 

30 1 : l<Djfc*Tfi^b&«T4 0ft»U S^tCfflfOft 
Jfi*TSfc#Lfco 8«£«flE«S«, JME«^>fV!/D 
t!;i/X— xvW/TfftfrU ft^ttfc: (2S.3R) -3- 
(2,4-i?7JWn7xx;0 - 3 -t Hn^y- 2 - 
^^;v-4- (lH-l,2,4-bU7^-l-^ 
M ^DXhU^3.15g^c (5 6.6%) o £<Z> 

[0 0 4 5] mp : 181 - 182 *C 
NMR : <5 (CDCla) 

1.17(3H,d, J=7.2Hz) 3. 29 (1H, q, J=7. 2Hz) 4.82(lH,d,J= 

49 14.0Hz) 

4.97(lH,d, J=14.0Hz) 5. 44 (IB, d, J=0.8Hz) 6.74-6.82(2 
H,m) 

7. 39-7. 46 (1H, in) 7.83(lH,s) 7.84(lH,s) 
MS : MH + = 279 
[0 0 4 6] *HM2 

-f yf^t^A^oM K6*?n$J3 8 8mg (lmmol) 

^«jeti 2 ot:-c6^w*ebfco ^n^^^fig 
T-r- h^h:Hn^^>10ml -7 8tl:^ 

50 91L ^E-^tCn-^Jl/U^^A (1.63M^iJ-> 
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7 81Cfc#aib&. *rZL\zyV*^)\,is*))\,>>T-Y 
0.8ml£*J>o< D«TU -7 8tT10m #^-C 

Sffi-esdHlitttu - 7 srKj&ajbfc. -eeifc^ 

(2R,3S) -2-(2A-Vy)V3;uy3L~)V) 
-Z-*3 L )V-2- (1H- 1,2,4- hUTV— 1 
^^JVttz/^yi 2 8mg (0.5mmol) £5rh 

^ t h □ ^ ^ > i mi \zm»vrzmm^mr u 

«*UT, 3t¥«ttfc (2S,3R) -3- (2,4-^:7 
Wn7xz;W -3-b Ku3^>- 2-^3^-4 - 
(ih- 1,2,4- hU77-;p- y^nrh 

U;P8 Ing&ftfc (5 8.2%) o 
[0 0 4 7] Sj1M3 

»Ucrh7k HD77>5 0ml $M^C, U5 1 
^A*$fl:^4 7 8mg (6 0.0mmol) SriJ0x.T 

mmt£i*z>o loftmmz. ^<Dmmmzy±b>^ 

J t HU> C (CH 3 ) 2 C (OH) CN] 5.4g (6 
3.5mmol) 5j»Tl/T, JEfcSfiT 1 . 5»iJ[Wit#£ 
^ttfeo ZtUZ, yt^m&Zf: (2R,3S) -2 -(2,4- 
^7WD7iZJW -3-^^;!/- 2- (1H-1, 
2.4-MJ7*/— f;W ^W+y7>5g 
(2 0.0mmol) £;&DA> 7&#fWMifcbfc 0 £<Z>,RJ6 
W:i»x^ 1 0 0 m 1 £jrax, ^tr* 1 OOmlS 

«b&«. v^ntf;vx-^;V5 0ml ^Jjn^LTit 

Wl/T#*SHS& (2S,3R) -3- 

D^mX^) -3-tHD^y-2-^^-4- (1 

H- l,2,4-hU7 — 1 — r;p) tta-bVJV 
4.2g (7 6.0%) ^f^co 

[0 04 8] w&m* 
mn2<Dm& 

2- (2,4-zSyji^uy^-ji) - 3 -tty^ H- 
1- (1H-1, 2,4-MJ7i/-;i/-i— f;w -2- 

[0 0 4 9] 
[ft4 5] 




^—)V-1-^)V) ^fn-hu^ (I4g) K&O 1 
4ml, >?^*U>»0, O-^X^U (7 3ml) £iJ0;L 
3 0»BMD»««Lfc. RjfcJfc&SSfclibfcO Sim* 
TAcOEt Tfflffl, AcOEt M*. H 2 0 RtffiftNaCl*S« 
MgS0 4 T«*«»MEfc«*bfc. #^tlfc^S 
^yUW;^D7h777>f- (Si0 2 300gCH 2 Cl 2> 
^TC&Ch * 1 %Me0Hi§S£, *^TCH 2 C1 2 * 2 %Me0H 
^ViTCH2Cl2 4»3%Me0H^) TfitK^ CH2CI2- 

ipe Tsuitstiw* (s.ig) #»sn&. 

[0 0 5 1] J10^j««b<D*tt*T«Bfc^"r. 
[0 0 5 2]mp: 1 64-1 6 7t 
NMR : 6 mm (CDCh) 

1.1K3M, J=7.1Hz) 3.69-3.72(lH,m) 4. 55(1H, d, J=14. 
3Hz) 

5. 08 (1H, d, J=14. 3Hz) 6. 71-6. 80 (2H, m) 7. 42-7. 48 (1H, 
m) 

7.80(lH,brs) 7.94(lH,s) 8.41(lH,brs) 
20 MS : MH + =313 

[0053] mmms 

2-^-4' -^y jy^by^j ><z>mm 

[0054]iia 
Wb4 6] 

o 



[0 0 5 0] mmmi. 2x\^3\z^xn^ntcimn 

l<Dy±^fc3 - (2 A-i?y )V**uy 3L-)V) -3- 
kHP^i/-2-^^-4- (1H- 1,2,4- bVY 50 




O 



30 [0055] 4' -zsyyyizhyjLy> (io g ) & c 

HCh 1 0 Omllzmm^it. 4 8 %HBr£ lmlJDAfc, £ 
£KlBr 2 (3.7ml) CD CHC1 3 (1 0ml) *»?*SiBTi*T 
bfc, SfiT2B#M«£#^ RjfcifctC&O ffiftJNaHCOs* 
^^JO^^ftlb^io CHCls Jl^lfcO ftSfflaClTftSK 
MgS0 4 ttMftCHCli £@5&b*io »&n&H#fcAcOBT- 
nHexcfcDSIBSf *iBW«3&« (3.49 g) #S*i&. 

[0 0 5 6] mp : 8 2 — 8 4<C 
NMR : 6 mm (CDCh) 
40 4.44(2H,s) 7. 81-7. 84 (2H, m) 8. 09 (1H, d, J=8Hz) 8.23(1 
H, d, J=8Hz) 

[0 0 5 7] ®£0i|6 
M»4<D§|jg 

2 -x^;U- 6 -t7un^>V3 L YV—)l(DMj&. 
[0 0 5 8)i®S 
Mfc4 7] 



ci 




Of ^-CH 2 CH 3 
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[0 0 5 9] 2-757 - S - 2 UUtt7 S —)V 
(2.61 8 g) ftN-^^JUfDU F> (6ml) tCfigtfS 
U ^Otr^JP^oUF (1.57ml) £*n*-T13 0 

0:1) U 2-x^-6-^nD^>^77-^ 
(2.3g) 21©4«ft©fttt*TEl:«T. 
[0 0 6 0] «SB:H# 

NMR : d (CDCh) 

1.47(3H, t, J=7.4Hz) 3. 14 (2H, q, J=7. 4flz) 7.40(lH,dd,J 
=2.0Hz,8.8Hz) 

7. 81 (1H, d, J=2. 0Hz) 7. 86 (IB, d, J=8. 8Hz) 

[0061] mmw7 

2 -x^;i/- 6 - (1,2,3- hU77-;i/-2- f ;» 
[0062] mm* 

[ft4 8] 




[0 0 6 3] 1 H- 1,2, 3 Ml 7*/— ^ (10. 0 g) £ 
?^f**;^75H (2 8 0ml) fc**U 6 0 
Jft#***ft:^HJ9A (5.79 g) *10»|H|fcto& 

> (18. 6 g) Oy^^MA7^KS^ (4 0ml) 

If, *2 0 0ml^Jn^.fCo En'£»*X3\n, (4 0 0ml 
XI, 2 0 0mlX2) fcTftffiU mmx.3 L )Vm&&& 

iCTffiSbfc. W«B£«JB£««U ^>'J*y;^7A 
(A^>-»KX^=2 : 1 — 1 : 1) iCT^STT 
4- (l,2,3-h'J77^-2->f;W -Xh 
n^>if> (li.sg) ^#^n^o 

[0 0 6 4] 4- (l,2,3-hUT^/~JV-2— f;W 
hD^s>if> (5.75 g) £X^/— ;U3 0 OmllC 
g«?bl0%/^^A-^ (0.58 g) it 

>-7fcfpft (i5.0g) Srlra^ SBSWiniaBSSiibfc. 

-0., MBESJ8U *5 0 0ml^jD^ SiXf;i/ (2 
0 Omh 1 0 0mlX2) iCtfflttitfc, W«Jf£*ifc. 

;w -7-u > (5.og) Amzntzo z<d*><d\$* m 

[0 0 6 5] fl»E*T#&n&4- (1,2,3- M)7l/ 
— )1>-1 — -7XU > (5.0g) ^»»5 5mHC 
»#U W->7>B7> ; E^A (6.0g) SUdA, 



(11) »H?8-5 34 2 6 

^7 

*#T, Jf#bf Co Z(D*><D\Z&m (1.6 2ml) tDft& 
2 0hI***3 0»IB^»TjrFU&. 

[0 0 6 6] EJSi&&tt£*»U ig7>^x7*£i8 
TU pH6KIMEb&. £G&ttJR«*«tWU * 

5. 2-75Z-6- (1,2,3- MJ7V— JP- 2 — f 

;w ^>^77-;i/ (5.6g) *t»sn«:. 

[0 0 6 7] 2-757-6- ( 1 ,2, 3- h U 7V~)V 
10 -2 — i)V) ^>V^7V— )V (2.8g) £N, N-S? 
*7^*JVA75F (6 0ml) fc*#U SSWWV7 
(8.66ml) ^JnA, 6 5^X2 o^nttttflW 
bfco EJfc&&«*l 0 0mlO*Mc&tt, SSx^JP 

(i o omi x 3) rcxamufco W«B 

6- (1,2,3- hU7 % /— 2— f M ^>V^ 
(l.lg) )9«»6nfc 
^ [0 0 6 8] 6- (l,2,3-hU7V # -;p-2-^M t 
^>yf7V-Jl/ (l.lg) £X*/-;i/ (9 0ml) l£ 
jH»31i\ kH7^X -*Slftl 2ml*ftl*, 2«rfffl 
JnjlMS»Eb&. S*fi-&«*«£E««b&«*2 0 ml* 

iflA* mmzm^x. pH&mnzm&vrcio sex^ 

**»^y*5/^AR:T«»a«£EWrrsi:» 2-7 
5/- 5- (l l 2 f 3-hU7*/-*-2-^) 
7x;-Jl^ (2.3g) ^#^n^Co 2K35t)©l*»«-r« 

50 [0 0 6 9] 2-75/-5-(l,2,3- hU7V-;P- 
2--f;P) -^^/-^aSg) *N-^^;PbfD 
UHX8ml) KjS#PU 7*PtftxMDUH(0.47 2 

mi) 7 ortTS^ffljpJKatl^b^. SlBil^ 

&Mft, «JEE»«U i"U*y;k*7^A (^1^>-ft 
8X^4 : 1-1 : 1) \ZTm$£?Z>tB#)®!2-X. 

6 - (1, 2, 3- h «J 7*S—)V- 2 — f ;w ^>V9* 
7*S-)V (9 4 0mg) ^#^n^Co Jl©**4fc©*ttS 

[0 0 7 0] 
NMR : 6 S« (DMS0-d 6 ) 

1.49(3H, t, J=7. 7Hz) 3. 17 (2H, q, J=7. 7Hz) 7. 83(2H, s) 
8. 03 (IB, d,J=8.80Hz) 

8. 20(1H, dd, J=8. 8, 3. 2Hz) 8. 55(1H, d, J=8. 8Hz) 

[0071] mmmi 
mm* 

Mb4 9] 

50 
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22 



CO 0 7 2] <D{k&%}<DW&. 

C0 0 7 3] 2- (2,4-y7jl/tD7xZ;W -3-5 1 
K- 1 - (1H-1, 2, 4- h U 7!/-^- l--i)V) 
-2-7? ;—)\, mm 2) (156mg) EtOH (2 ml) 

(«»3) (224mg) «JDA1»HH|DJIWB*L&. 
£Sat.NaHC0 3 *§&T+:fabAc0Et Tlfiffl, H 2 0.gfrf&Na 
Cl*W«Ttt», MgS04 ttjft&AcOEt Sfitft, gt& 
*3/U*y^5rPTh^7-f-(Si0a 20g, CH2CI2, 
*^TCH2Cl 2 *l%MeOHS?a9 TSS^IPE T*§il>K;T 
££a»fej$t(109ing) #^n^Co £<0fc^«jr<0«M££T 

[0 0 7 4] mp : 196-197 *C 
NMR : 6 mm (CDCh) 

1. 23 (3H, d, J=8. 0Hz) 4. 09 (1H, q, J=8. 0Hz) 4. 26 (1H, d, J= 
14. 3Hz) 

4.92(lH,d, J=14.3Hz) 5.74(lH,s) 6. 78-6. 85(2H,m) 7.4 
8-7.54(lH,m) 

7.64(lH,s) 7.69(lH,s) 7. 75 (1H, d, J=8. 1Hz) 7.85(1H, 
s) 8.03(lH,d,J=8.1Hz) 
MS : MH + = 438 

[0075] shim 2 

[0 0 7 6] 
[ft5 0] 

*S H 



[0 0 7 7] T?*Sn-5ft-&4S©ifi6. 

[0 0 7 8] ^JfiWltClHftW^JKt^S^JglCfc 

[0 0 7 9] «B:Hft 
NMR : d »|K (CDCh) 

1.23(3H,d,J=7.2Hz) 2.54(3H,s) 4. 05 (IB, q, J=7. 2Hz) 
4.28(lH,d, J=14.4flz) 

4.88(lH,d, J=14.4Hz) 6.13(lH,s) 6. 75-6. 85(2H, m) 7.3 
3(2H, br-d, J=8.4flz) 



7.42(lH,s) 7.46-7.54(lH,m) 7.66(lfi,s) 7.82(2H,br- 
d,J=8.4Hz) 7.92(lH,s) 
MS : MH + = 459 

[0080] mmm3 

[0 0 8 1] 



70 





[0082] T*to$n*fl:^«©Kfi. 

[0083] mmmi\zmm<D^mtmm^m\z^ 

tK £f£L2 -:/n^-4' -y7y7th7x7>0 
ftDfc, 2-^Dq&-2', 4' -^7;PtD7th7 

20 fEfC^To 
[0 0 8 4] 
NMR : (5 (CDCh) 

1.23(3H,d, J=7.1Hz) 4. 07 (1H, q, J=7. 1Hz) 4.26(lH,d,J= 
14.4Hz) 

4.89(lH,d. J=14.4Hz) 5.93(lH,s) 6. 77-6. 83(2H, m) 6.9 
2-6.98(lH,m) 

7.00-7.05(lH,m) 7.47-7.54(lH,m) 7. 67 (IB, s) 7.68(1 
H,s) 7.88(lH,s) 
8.13-8.19(lH,m) 
30 MS : MH + = 449 

[0085] mm 4 

[0 0 8 6] 
[ft5 2] 




40 



[0087] -vmt>znz>ik&m<z>mm. 

[0088] &mwi\zmm<D¥m£mmtsi^m\z& 

ft Die* 2-ynqe-4' -*?>)lT J Ehyx.y>&8i 

[0 0 8 9] ttffi : @# 
NMR : 6 MR (CDCh) 

1.23(3H,d, J=7.1Hz) 2.41(3H,s) 4. 04 (1H, d, J=7. 1Hz) 
50 4.28(lfl,d,J=14.3Hz) 
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4.88(lH,d, J=14.3Hz) 6.24(lH,s) 6. 76-6. 84(1H, s) 7.2 
7(2H,d, J=8. 3Hz) 

7.40(lH,s) 7.47-7.53(lH,m) 7.65(lH,s) 7.80(2H,d, J= 
8.3Hz) 7.94(lH,s) 
MS : MH + = 427 
[0 0 9 0] ^J6W5 

[0 0 9 1] 
Mb 5 3] 




OMe 



[0092] -cmt> s nz>{t&®}<DW&* 

[0093] mmmi\z^m<D^mtmmf3:^m\z^ 

f, 

[0 0 9 4] JRffi:H# 
NMR : 6 mm (CDCh) 

1.23(3H,d, J=7.1Hz) 3.88(3H,s) 4. 04(1H, q, J=7. 1Hz) 
4.28UH, d, J=14.3Hz) 

4.87(lH,d,J=14.3Hz) 6.24(lH,s) 6. 76-6. 84(2H,m) 7.0 
0(2H, d, J=8.2Hz) 

7.32(lH,s) 7. 47-7. 53 OH, m) 7. 65 (IB, s) 7.84(2H,d,J= 
8.2BZ) 7. 94 (1H, s) 
MS : MH + = 443 

[0095] mmm6 

[0 0 9 6] 
Wb5 4) 




[oo9 7] nmmi\z$zm<o^m£mmt3i^M\z& 

D, /:fcL2-yn^-4 / -5/7/7t h:7:n>/ ><Z> 
2 -^D^-4' --hD7th7x/>$ffi 

[0 0 9 8] mp : 180-182 <C 
NMR : a SJg (CDCh) 



(13) #i¥8-5342 6 

24 

1.25(3H,d, J=7.1Hz) 4. 11 (1H, d, J=7. 1Hz) 4.27(lH,d,J= 
14. 2Hz) 

4.94(lH,d, J=14.2Hz) 5.70(lH,s) 6.79-6.85(2H,m) 7.4 
3-7. 55(lH,m) 

7.70(lH,s) 7.71(lH,s) 7.85(lH,s) 8. 08(2H, d, J=9. OH 
z) 8.32(2H,d, J=9.0Hz) 
MS : MH + = 458 

[0099] fami 

10 [0 10 0] 
Wb5 5] 




20 [oioi] TStosn5ft^ft©aft 

[0 10 2] 60*jMMfc:THJ*Z> 1.570g£DMF 30ml 
£m3tt&mK£* 4-7Mnft7x;-Jl/5g 

)V*uT-kby3i;> 4.9g2rSn^_, so'c-c 3.5B?m#> 

^;i/^n-4' -T-fe^^3in;i/x;i/7>< Fio.oosg 

[0103] cncfc dsks^j 5 \zmm<D^mtmmtt 
30 miz&vm&A 

[0 104] 
Mb5 6] 

Br 




[0105] •c*tosn*»t , m»fl2^»*»j6i^ 

[0 1 0 6]'tttt: Htt 
NMR : 5 (CDCh) 

1.22(3H,d, J=7.0Hz) 4. 05(1H, q, J=7. 0Hz) 4.26(lH,d,J= 
14. 6Hz) 

4.88(lE,d, J=14.6Hz) 6.04(lH,s) 6. 76-6. 85 (2H, m) 
50 7.07(2H,br-dd, J=8.4,8.4Hz) 7. 32 (2H, br-d, J=8. 4Hz) 
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7. 44 (lfl, br-s) 

7.44(2H,br-dd, J=8.4,8.4Hz) 7. 45-7^ 54 (IB, m) 7.66(1 
H,s) 

7. 82 (2H, br-d, J=8. 4Hz) 7. 89 (lfl, s) 
MS : MH + = 539 

co i o 7] mmms 

[0 10 8] 
[fb5 7] 



8-53426 



iff 



[0 115] nmmKDfc&Va 800mg£H 2 0(4ml) \ZM 

are* SC: 

[0 116] 
CYt5 9] 

S 

II 

HS-P-OEt 

i 

OEt 




i0 



[0109] -ca^n-5ft:^»<ojeB. 

[Olio] i o>fb^400iDg £N-*?\jnfn 

U H>4mnc«#$ii-, NaN 3 123nig, EtaN-HCl 260mg 

*M?L. mm^m ioot:-c6.5 wmftjfcbss'KNaNi 3 

lmg, E 1 3 N - HCL 65w&1m&90X;X20mmfc}fc°Z-#rZo 

RiS*fcCH»cii*ao^ ttftwiu sjsm^ssl 

&. SMEfcEtOB. 7thX H 2 0, IN HC1 ^JD^©*T 

[0 111] mp : 166-169 <C 
NMR : 6 mm (DMSO-d 6 ) 

1.14(3H,d, J=7.3Ez) 4.11(lB,q,J=7.3Bz) 4.37(lH,d,J= 
14. 6Hz) 

4.87(lH,d,J=14.6Hz) 6.08(lH,s) 6. 91-6. 96 (lfl, m) 7.1 
8-7. 25 (lfl, m) 

7. 27-7. 34 (lfl, m) 7.62(lH,s) 8. 11 (2H, d, J=8. 5Hz) 8.20 
(2H,d, J=8.5Hz) 
8.22(lH,s) 8.29(lH,s) 
MS : MH + = 481 

[0112] mmM9 

[0 113] 
Wfc5 8] 




[0 117] TS$nsfb-&fe2.6mI(16.479inmol) 

z.3mm* mm^mvrz. KtsmizEio ^jn^AcOEt m 

tfh H2 0.ffl«INaClffi»MgS04 AcOEt mi 

rco # & n&R* r-t b >iomi \zmmtsita 

3 1 0.45ml ZMfL, 40<CT40#ffi, MWlsfCo KfeWtZ 
H2O SrJOAAcOEt fflfflHs0.fiftNaClft&lbS04 ftftft, 
AcOEt &&3kl,rco »Stlfc8itS»«^^Et0H 10ml 
tC^§?£i*N&NHCHO 220mg. Et 3 N 0.26ml . H2SO4 1« 

^mxx immmmmmhrc a jfrj&mzmo a c 

20 OEt fflaiH2 0.fiafPNaCl*#MgS04 ttflfcffcAcOEt 

Tto #^>nfc^^^A^DVh^^^^- (Si0 2 5 
Og, CH2CI2, ^TC&Ch + lXMeCffifflfc *^TCH 2 C 
l 2 *2%MeOB2£*&) Ttt«L,TB«ttj&l369ng-»Sn 

[0 118] «8g: H# 
NMR : 6 Jgft (CDCh) 
/ 1. 24(3H, d, J=7. 1Hz) 4. 08(1H, q, J=7. 1Hz) 4. 34 (lfl, d, J= 
14.4Hz) 

4.91(lH,d,J=14.4Hz) 6.15(lH,s) 6. 79-6. 85 (IB, s) 7.5 
30 2-7.56(2B,m) 

7. 69 (IB, s) 7.97-7.99(3H,m) 8. 14 (2H, d, J=8.2Bz) 8.25 
(lfl, s) 

MS : MH + = 480 

[oii9] wmm 

[0 12 0] 
Wfc6 0] 




[0114] Ti^n^ki 



[0121] Ta$n5©ft&*©«fi 0 

[0 12 2] ^JfiW 8 (Dfc&mSQ mg£DMF 3mUC«# 
£t*rCsC0 3 174 mg^Jn^., »S^ffl60 , CT30^inJj»LCe 
3 1 0.05ml ifiT30»«#L&. R**KHiO 

£iD*_AcOEt TtttBbTK. fiftNaCl*««T?8fe#, MgSO 
50 4 KttSAcQEt *B*bfc. »6n/tH««*?A^a 
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Th^77^- (Si0 2 30g, CH2CI2, ^lATC&Ch* 1 
%MeOH*g|& *^TCH 2 Cl 2 4 3 2%MeOH^) TMSbT 

To 

[0 1 2 3] mp : 191-193 X, 
NMR : 6 S*g (CDCh) 

1.25(3H,d, J=7.0Hz) 4. 09 (1H, Q, J =7. 0Hz) 4.29(lH,d,J= . 
14Hz) 4.33(3H,s) 

4.92(lH,d, J=14Hz) 6.01(lH,s) 6.77-6.85(2H,m) 7.49- 
7. 55 (IB, m) 7.58(lH,s) 

7.67(lH,s) 7.91(lH,s)8.04(2H,d, J=8.2Hz) 8.24(2H,d, 
J=8. 2Hz) 

MS : MH + = 495 
[0 12 4] 

[0 12 5] 
Mb6 1] 




[0 12 6] -«bsn*ft^»o«fc 

[0 12 7] *JfiM 9 ©ffr&tt 200mg&T-feh>5mnc 
iS&SiSrkCOa 60.6mg CHs I 0.03ml ^mpL^WVimm 
Jl#bfco Rj&WtlZ&O £jD*-Ac0Et TfflWbH 2 0.^Sl 
NaCl$fc*§K MgS0< K&lfeAcOEt #£tl£:^ 
g£#^A^nTh^;7^--(Si0 2 40g, CH 2 Ch, ^ 
^TCfttCh *0. 5 %MeOHJgffi, #C^TCH 2 Ch * 1 %MeOH 
mWO T»»TS<fcBKj«r^ 142mg#enfe. £C7)fe& 

[0 12 8] tfffi : @# 
NMR : 6 JMR (CDCh) 

1.13(lH,d, J=6.0Hz) 1.25(2H,d, J=7. 1Hz) 4.01-4.13(4 
H,m) 

4.27(2/3H,d, J=14Hz) 4. 29(1/3H, d, J=14Hz) 4.91(lH,d, 
J=14Hz) 5.45(l/3H,s) 

6.08(2/3H,s) 6.70-6.84(2H,m) 7. 50-7. 55 (2H, m> 7.67- 
7.68(4/3H,m) 

7.79-7.81(2/3H,m)) 7.93(lH,s) 7.96(lH,s) 7.98(1H, 

s) 8,10(lH ; s) 

8. 19(2H, d,H=8.4Hz) 

[0129] mmrnu 

[0 13 0] 
Mfc6 2] 



(15) #51^8-5 3 4 2 6 



28 




[0131] ir«*)sn*«w»©«B. 

i0 [0 13 2] 2 <D{k<&%} 138mg^^nu^A3 

mnc^^b^:^(C^^^DD5fi^&SK 215mgSrJn 

»»x^7?»mb*«JBt50X««lift»**^-h 

J;DSjeSLTe«J%98.5mg^fco CO^ttttOtttt 

[0133]«I:@* 
^ NMR : 6 mm (CDCh) 

1.24(3H,d, J=7.2Hz) 3.09(3H,s) 4. 09(lH,q, J=7. 2Hz) 
4.27(1H, d,J=14.4Hz) 

4.91(lH,d, J=14.4Hz) 5.78(lH,s) 6. 78-6. 85(2H,m) 7.4 
7-7.55(lH,m) 

7.67(lH,s) 7.69(lH,s) 7.87(lH,s) 8.02(2H, br-d, J=8. 
4Hz) 

8. 10 (2H, br-d, J=8. 4Hz) 
MS : MH + = 491 

[0134] ^mmis 
30 mm* 

[0 13 5] 
Mt6 3] 




40 [0136] <Dmm»<Dnmo 

[0137] mmmi2£mmte¥m\z&r)$£te&}7 nit 

[0 1 3 8] mp : 
NMR : a mm (CDCh) 

1.22(3H,d, J=7.2Hz) 4. 07 (1H, q, J=7. 2Hz) 4.23(lfi,d,J= 
14.4Hz) 

4.90(lH,d,J=14.4Hz) 5.73(lH,s) 6. 77-6. 84 (2H, m) 
7.20(2H,br-dd, J=8.4,8.4Hz) 7. 46-7. 53 (1H, m) 7.63(1 
50 H,s) 7.68(lH,s) 
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7.83(lB,s) 7.97-8.07(6B,m) 
MS : MH + = 571 

[oi3 9] mmmu 

[0 14 0] 
[*fc6 4] 




F 



[0 14 2] RZt 
[0 14 3] 
Wfc6 6] 




[0144] -cmtsnz&mmftom&o 
[0145] mmmitmmttmiz&r). rctcvmrn 

K Il&tflll £f§7c 0 Zine©^ttOi»tt^Tf3^ ^? 

[0146] (I) 
mp : 149-151 *C 
NMR : 5 MK (DMSO-d 6 ) 

1.13(3B,d, J=7.1flz) 4.07(lB,q,I=7.1Bz) 4.36(lB,d,J= 
14. 3Hz) 

4.86(lB,d,J=14.3Ez) 6. 07 (IB, s) 6. 91-6. 96 (IB, m) 7.1 
8-7. 24 (IB, m) 

7.27-7.36(2B,m) 7.61(lH,s) 7. 88(1H, t, J=8Bz) 8.11(1 

H, d, J=8HZ) en 



(16) #i?8-5 3 4 2 6 

30 

8.22(lB,s) 8.28(lB,s) 8. 60-8. 62(lfl,m) 
MS : MH + = 414 

[0 14 7] (II) 
mp : 148-149 *C 
NMR : 6 mm (CDCh) 

1.24(3B,d,J=7.1flz) 4.09(lB,q,J=7.1Bz) 4.27(lH,d,J= 
14. 3Hz) 

4.92(lfl,d, J=14.3Bz) 5.84(lH,brs) 6. 77-6. 85(2B,m) 
7. 40(1B, ddd, J=7. 8, 4. 9, 0. 92Hz) 7. 48-7. 56 (IB, m) 7. 58 
10 (Ifl.s) 

7. 68 (IB, s) 7. 88 (lfl, s) 8. 21 (IB, ddd, J=7. 8, 2. 2, 1. 6Bz) 
8. 61 (IB, dd, J=4. 8, 1. 6Bz) 9. 15(1B, dd, J=2. 2, 0. 92Bz) 
MS : MH + = 414 
[0 14 8] (III) 
ikWk : Hl# 

NMR : 6 mm (CDCh) 

1.24(3B X4/5, d, J=7. lflz) 1. 68(3BXl/5, d, J=6. 2Bz) 
4. 08-4. 15 (IB, m) 4. 25(4/5E, q, J=14. 5Bz) 4.73(l/5H,d, 
J=13.9Bz) 

20 4.92(l/5B,d, J=13.9Bz)4.95(4/5B,d,J=14.5Hz) 5.77(4/ 
5B, brs) 

5.88(l/5B,brs) 6.49-6. 55 (l/5B,m) 6.66-6. 72 (l/5B,m) 
6. 76-$. 85 (IB, m) 7.07-7.14(4/5B,m) 7.26(l/5B,s) 
7.44(l/5B,s) 7.47-7. 55(4/5B,m) 7. 61-7. 64(l/5B,m) 
7.69(4/5B,s) 7.73(4/5B,s) 7. 78-7. 81(4/5B, m) 7.87(4 
/5H,s) 

8.03(l/5B,s) 8.64-8.66(4/5E,m) 8. 69-8. 72(V5B,m) 
MS : MH + = 414 

[0149] mm\\* 

[0150] 

lite 7] 




[0151] T?mt>2nz>fc&%i<Dmm 0 

[0 15 2] nm&lUCDik&y?} (I) 700mg £Ac0Et 7 
ml, THF SmHC^U mCPBA 500mg £Jn*.^i&T 1 P# 
F*1Jg# U £ £ KmCPBA 227mg (0. 882mmo 1 ) £2ra*L 1 l$ffl 

RfflRttU AcOEt TlfiaJU h U 

NaHC0 3 *»« B 2 0.NaCl MgS0 4 

««£B3cl,& 0 SS^CHzCh-IPETiBafbLN- 
**^F*IB#«« 510mg»Snfc. CM CE2CI2 5 ml 
IC»*LTMS-CN 0.49ml ££jftTJnA, 5^^Me 2 NC0Cl 

*o.34mian^i.5 mmuntmwLisrz. £*>jctms-cn 0.2 
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31 



32 



5ml RtAfe 2 NC0Cl 0.17ml £in*-2.5 PSMima&iBjKl, 
fco ^lfe^{CNaHC03*S^^JDXAcOEt T7ttffl, HzO.ffi 
ftNaCI*««-e«B», MgS04 tt«mmK£B£Lft:. # 
6nfc»jt&^U*^n^h^7>r — (SiOa 40g> CH 
2CI2 > #cVvrCH2Ch*l %Me0ffigifc #CV>TCH 2 Cl 2 * 2 

CO 1 5 3] mp : 197-200 «C 
NMR : 6 mm (DMSO-d 6 ) 

1. 14 (3H, d, J=7. 0Hz) 4. 07-4. 11 (1H, m) 4. 47 (1H, Q, J=14. 10 
3Hz) 

4.84(lfl,d, J=14.3Hz) 6.10(lH,s) 6.91-6.96(lH,m) 
7.18-7.22(lH,m) 7. 23-7. 33(1H, m) 7.61(lH,s) 7.98(1 
H, d, J=7. 7Hz) 

8.14QH, t, J=7.7Hz) 8.21(lH,s) 8.40(1H, d, J=7. 7Hz) 
8.440B, s) 
MS : MH + = 439 
[0 15 4] §fe&60916 

[0 15 5] ^ 
[Ik6 8] 




[0 15 6] TSSnSft^ft (I) 
[0 15 7] 
Mfc6 9] 




[0 15 8] T?**n*ffr&4& (II) ©fiiSo 40 
[0 15 9] 2- (2, 4- z? 7 )V* D7x XJ W - 3 
^T^F-l- (IH-1,2,4- HUTl/-^-! — fM 
72>-2-*-)V 1.6g*EtOH16mnct^b, X^;i/ 
^n*lf^-h0.71ml*an^5^milP*k»«Rbfc. £ 
**^SfflKHblS[aNaHC0 8/ -C4>Sl, AcOEt H2 
0.tt»NaClT?*», MgS04 RflffirnKSB^Lfe. 3S*t 
^7A^P?h^77^- (S1O2 150g, CH 2 C1 2 > 
^TCIfe C! 2 * 1 %MeOHi§i£> #C^*eCH 2 CI2 * 2 %Me0ffi§ 
$0 T3BSt^)t2- <2A-i>7)V*uy^-)V) -3 
- (4-1 h + 5/^^*z;^77-;p- 2 - 1 M ~ 50 



1- (iH-1,2,4- hU77-;p-i — r;w ^>-2 

435mg#£nfco ££>fcc£>1.9 g^rTHF 20ml 
l£i§#U -78 < C-eiM DIBALh;i/X>^ 5.1ml ^r«0o 
< OtMJto 40»«$6JC1M DIBALh;i/X>S^2.3 
ml^^fiTiflplfco 1P*M«, SlBJKiC-78 < CTNH4Cl 
***&an*.afifcBIU H2 0 SriH^AcOEt fflffl, H 2 0 
Ttti^ MgS0 4 ^«^S*-T^^2- (2,4-^ 

7MP7X-JW -3- (4 —fc)V^)V^r^S—)V- 

2- -1M -1- (IH-1,2,4- MJ7!/-JV- 1 — f 

;w 2- *-;m*«b»« tut 989mg#e>n 

[0 16 0] THF 5mnc60%NaH(109mg)^*?&TinA 
(E 1 2 0) 2 P (=0) CH 2 CN (0. 44m 1 ) £THF 5 ml \zm&^1tm 
*S*TLft. l«HH«#8k ±IB*rt» 989mg&THF 
10mUC*l»S*fc»««lJ)o < D tinAfCo £ia-C30# 
8I*N£, Btlfci&fc&O £itI*Ac0Et «UJH 2 0.®ftlNaClift 
MgS04 fftS^AcOEt SrWSLfco ftSn&aHt&S/ 
U*yMOYh^77^- (Si0 2 60g, CHCh * 
TCHCh *l%Me0Hjgi&> #CV>T?CHCU * 2 %Me0K§ 
i&) StBl*m«rtL<Tft;^«I^ 115mg# 

S*U S2Sffl«tbT«WStt#fl:^«II^ 220mg» 

[0 16 1] I 

1£8£ : @# 
mp : 175-177 

NMR : 6 mm (CDCh) 

1.19(3H,d, J=7.1Hz) 4.02(lH,q, J=7.1Hz) 4.16(lH,d,J= 
14.3Hz) 

4.91(lH,d, J=14.3Hz) 5.47(lH,s) 6. 33(1H, d, J=16. 0Hz) 
6.77-6.84(2H,m) 

7.33(lH,d,J=16.0Hz) 7.46(lH,s) 7.47-7. 51 (IB, m) 7.7 
2(lH,s) 7.82(lH,s) 
MS : MH + = 388 
[0 16 2] II 



NMR : 6 mm (CDC Is ) 

1.20(3H,d, J=7.0Hz) 4. 05(1H, q, J=7. 0Hz) 4.45(lH,d,J= 
14.0Hz) 

4. 89(1H, d, J=14. 0Hz) 5. 56(1H, d, J=ll. 9Hz) 5. 78(1H, s) 
6. 75-6.82(2H,m) 

7.17(lH,d, J=11.9Hz) 7.50-7.59(lH,m) 7.60(lH,s) 7.7 
5(lfl,s) 8.10(lH,s) 
MS : MH* = 388 

[0163] mmi 7 
mm* 

[0 16 4] 

Hb7 0] 
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F 

[oi6 5] T*$n«ft-&«©«e. 

[0 16 6] HS«1 CD^IStCd: tz.tc.ly 2- (2,4- 

^7;p*n^x-;w -3-^T^K-i- qb-i, 

2,4- hU7y-^-l-f*) ^>-2-^-;KD 
ftDiC2- (2,4-y7;PtD7x-;W _ 3-3^.73 

h- i - (ih-i, 2, 4- MJry- 1 — f;w 

[0 16 7] mp : 148-149 *C 
NMR : 0 ttjg . (CDCI3) 

3.38(lB,d,J=15.2Bz) 3. 87 (IB, d, J=15. 2Hz) 4.65(lfl,d, 
J=14.0Bz) 

4.71(lB,d, J=14.0Bz) 5. 97 (IB, s) 6. 70-6. 76 (1H, m) 6.7 
7-6. 83(lH,m) 

7. 42 (IB, s) 7. 47-7. 41 (1H, m) 7. 69-7. 72(2H,m) 7.86(1 
H,s) 

7.86-7.90(2B,m) 8.18(lH,s) 
MS : MH + = 424 

to 168] mmmiB 

[0 16 9] 
Wk7 1] 

F 

[0 17 0] T»3ft*ft^©JHS. gfcKMl7<Z>¥JR 

[0 1 7 1] ®fc 
NMR : (5 S«K (CDCh) 

3.34(lB,d, J=15.4Hz) 3. 84 (1H, d, J=15.4Hz) 4.62(lH,d, 
J=14.0Hz) 

4.71(lH, d, J=14.0Hz) 6.25(lB,s) 6. 82-6. 69(2B, m) 7.1 
3-7.08(2H,m) 

7.17(lH,s) 7. 47-7. 40 (Ifl, id) 7. 76-7. 72 (2H, m) 7.85(1 
H,s) 8.21(lH,s) 
MS : MHt = 417 

[0172] rnmmi9 

[0 17 3] 
Mfc7 2] 



*£H§¥8-5 3 4 2 6 

34 




F 



[0174] T^ansft^istx^o^x^^* 

[0 17 5] 15ml CD^ N^t HD77>^(3!)^y^n 

tf;UT ^ > (840 # 1 ) / y a (i. 6M^\ 

10 tt>mtt ; 313ml) *-65t:fcT«Tbfca, 4t:(c# 

<E>^h^t Hn7^>asa[(10nil), O^Tl-(lH-l, 
2,4-hUTy-;i,-l-^;p) -2' , 4' -S^** 
n7th7x7>(1.227g) ©^h^kHD^^jgjR 
(12Bl)«rt»-60r«TTIB*jrFU36:. 15&nEj&ft 

orfcfffis-erTiafty^-^^sjK&ftiA, mm 

^^>:^^y-;U=100 : 1) U S^nfc^TXr 

^>:Sf»X^:10: 1-5:1) ICtfLT, ffifiKtt 
#H©fls^«> I : 442mg £^0^7X^1^ 

&m&ftm<Dti:&mi : 66mgts#^ -n^^^ 

[0 17 6] I 

mp : 187 X: 

NMR :' 6 mm (CDCh) 
30 1. 25(3H, d, J=7. 0Hz) 4. 09(1H, q, J=7. 0Hz) 4. 27 (IE, d, J= 
14.4Hz) 

4.93(lH,d,J=14.4Hz) 5. 80 (IB, s) 6. 85-6. 78(2H,m) 
7.48(lB,dd, J=8.8Hz,2.4Bz) 7.49-7. 55 (IB, m) 7. 67 (IB, 
s) 7. 87 (IB, s) 

7. 90 (IB, d, J=2. 4Bz) 7. 94 (IB, d, J=8. 8Hz) 
MS : MH + = 421 

[0 17 7] II 
mp : 127-13013 
NMR : 6 mm (CDCh) 
40 1. 68(3H, d, J=6. 8Bz) 4. 13(1B, q, J=6. 8Bz) 4. 71 (IB, d, J= 
14Bz) 

4.94(lB,d,J=14Hz) 5. 87 (IB, s) 6.46-6. 50 (IB, m) 6.43- 
6. 69 (IB, m) 

7. 09-7. 16 (IB, n) 7. 38(1B, dd, J=2.0Bz, 8.8Hz) 7.69(1B, 
s) 

7.72(lB,d,J=2.0Bz) 7.80(lB,d,J=8.8Bz) 8. 04 (IB, s) 
MS : MhT ^421 
[0 1 7 8] &ffiffl20 

50 [0 1 7 9] 
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36 



Mfc7 3] 




[0 18 0] 7?8$n5ft§«0«tt, 

[0 18 1] 2-x^;p-6— >t ;^> v /f77-;p 

(1.78g) * T^fl^MJ^A (1.22g) , h'JX^l/ i0 
7i=>:!fiIS:!fi (2.59g) CDiBd«*30ml<Z>N-^^;Hf 

du f>*ioo < cfcT3P#ra»j»i/fc. 

* 150ml SrinA, S^KJCTpH^ 3 KIHSU SSXf 

;vT2imfflaiLfco *«B**w*iito^«oT«* 
^iiT2-xfji/-6- (^-h^/— )V-b — r;w 

^>7f77-JP (1.86g) £#fc 0 ZinSv*^* 
;I^AT^H (20ml) fc«#U ^&-fcv"^A (3.06g) 
*JPiLT80 < C-C1.5 »MftlJ»l/fc. *^T?MT3-H 
^^>1.17ml&ftJA, mmzmVT7mfflfr<\ZAjV 20 

SME*5/U*y;P*^AfcT«« (^*iJ-> : StffiX^ 
;v=4 : 1) U 2-X^;i/-6- (2 -;*^;^-7 : •^ 
^^/— 5 — ^>V^TV—JV (930 mg) 

[0 1 8 2] mp : 184-185 *C 
NMR : a *gfi£ (CDCls) 

1.28(3H,d, J=7.2Hz) 4. 13 (IB, a, J=7. 2Hz) 4.31(lH,d,J= 
14.2Hz) 4.44(3H,s) 30 
4.96(lH,d,J=14.2Hz) 5.89(lfl,s) 6. 78-6. 86(2H, m) 7.5 
0-7.58(lH,m) 

7. 67 (1H, s) 7. 89 (1H, s) 8. 13 (1H, dd, J=0. 4Hz, 8. 8Hz) 

8. 30 (1H, dd, J=l. 6Hz, 8. 8Hz) 8. 74 (1H, dd, J=0. 4Hz, 1. 6H 

z) 

[0 18 3] m&mzx 

ISMS 
[0 184] 
Mfc7 4] 



[0 18 5] -egsn^ft^ofttt. 

[0 18 6] ^JS^J19tf^«lCbT, fe/:l2-X^ 
- 6 -7WP-^>^7^M«ffll/TBBft^ 
[0 1 8 7] mp : 151-153X: 50 



NMR : 6 »(K (CDCls) 

1.25(3H,d, J=7.1Hz) 4. 08(1H, q, J=7. 1Hz) 4.28(lH,d,J= 
14.4Hz) 

4.93(lH,d, J=14.4Hz) 5.83((lH,s) 6. 77-6.85(2H,m) 7. 
23-7.29(lH,m) 

7. 49-7. 56 (IB, m) 7. 58-7. 62 (1H, m) 7.67(lH,s) 7.87(1 
H,s) 

7.96-8. 00(lH,m) 
MS : MH + = 405 
[0 18 8] ^JfiCT22 

[0 18 9] 
Ut7 5] 

H 



[0190] Ta$h5ft^»o»tt. 

[0 19 1] *iai«19tW«fc:bT, fe£b2-X^ 

- 6 - ^DD-^>y^TV r -;i/^«t)Dfc2 -x^;i/ 

-6-y7y-^>7f7 bTg 

[0 1 9 2] mp : 186-188X: 
NMR : 6 mm (CDCh) 

1.27(3H,d, J=7.2Hz) 4. 16(1H, q, J=7. 2Hz) 4.24(lH,d,J= 
14.0Hz) 

4.96(lH,d, J=14.0Hz) 5.67(lH,s) 6. 79-6.86(2H,m) 7.4 
9-7. 56(lB,m) 

7.69(lH,s) 7.77(lH,dd, J=1.6Hz,8.4Hz) 7.83(lfl,s) 8. 
ll(lH,d, J=8.4Hz) 
8. 27 (1H, d,J=1.6Hz) 
MS : MH + = 412 

[0 19 3] tawm 

[0 19 4] 
[ft7 6] 

Ah 



[0 19 5] ©*&&tt<DJ(J6. 

[0 19 6] *JMf!22lC<fcD»6nfcfl:^«(506nig) £ 

^ ^ y -jMimi)«|iicliSft intkra:^ h >J •> a* 

*«0.37mi 30%i§KtoK** (0.42ml) SrMg^in*- 

(^dd^> : ;i/=50 : 1^20: 
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i) k:t»«u a WYk^ oiling) ccoft^ 

[0 1 9 7] mp : l^-llTX 

nmr : a mm (cdcio 

1.25(3H,d, J=7.0Hz) 4. 13 (1H, q, J=7. 0Hz) 4.29(lH,d,J= 
14.4flz) 

4.94(lH,d, J=14.4Hz) 5. 82 (IB, s) 5.60-6. 25 (2H, br) 
6.78-6.86(2H,m) 7. 50-7. 56(lfl, m) 7.67(lfl,s) 7.87(1 
H,s) 

7. 90 (1H, dd, J=l. 6Hz, 8. 4Hz) 8. 08 (IE, dd, J=0. 6Hz, 8. 4H 
z) 

8. 48 (1H, dd, J=0. 6Hz, 1. 6Hz) 
MS : MH + = 430 
[0 1 9 8] mmm24 

[0 19 9] 
[ft7 7] 




SNH, 



[0 2 0 0] G>ft<&«K&8lig 0 

[0 2 0 1] ^«22fc«fcD»5tt&ft^4b<507«) t 
h'JX^7$>lfi^y^fMM7 5 H (5ml) 

=50: 1) KTfiMS. Bftft-&«K538ing) CCD 

ft^*oM&tt£TBfc?R-r. 

[0 2 0 2] mp : 157-160T; 
NMR : 5 mm (CDCls) 

1.23(3H,d, J=7.2Hz) 4. 13(1H, q, J=7.2Hz) 4.27(lH,d,J= 
14. 0Hz) 

4.94(lH,d, J=14.0Hz) 5. 81 (IB, s) 6. 78-6.85(2H, m) 7.2 
4-7. 30(lH,br-s) 

7.39-7.56(lfl,m) 7.67(lH,s) 7.66-7. 72 (1H, brs) 7.86 
(lH,s) 

7.95(lH,dd, J=2.0Hz,8.8Hz) 8. 02(1H, d, J=8. 8Hz) 8.59 
(1H, d, J=2. 0Hz) 
MS : MH + = 446 
[0 2 0 3] 

[0 2 04] 
[ft 7 8] 
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[0 2 0 5] X^tl^it^ (y7Xrl/tY- 

io i : im&m <Dm&o 

[0 2 0 6] mMM24\Z<kr)ft*,tir-te&(fa (2.67g) 
&7±b> 130mHC«!», 3~K**>1.12ml£;!m*.T 

4o c c^T8^jn^a^byco mm^m^vxmm^: 

[0 2 0 7] 
[ft 7 9] 




[0208] T*stt**i^&4&fc#&. ;r<z>*p B ift 

^#j(584mg) ^X^y~;K5.8ml) KjgflfU 

x^Tir^-;Ki74M l) SrJn^ 5 ^WSn^Mffib^o 
*W6N tKtt (5ml) *Jn^lWflBllPJ!!BB«U&. 

(^DD^^> : ^^;^ 100 : 1-10:1) 
U BWft-&tt*l : 1 (DzSTX^U^—M&tyjtV 

[0 2 0 9] tfj&: @# 
NMR : 6 ffiK (CDCh) 

1.27(3H,d, J=7.2Hz) 1. 73(3H, d, J=7. 2Hz) 4.10(lH,q,J= 
7.2Hz) 

4.15(lH,q, J=7.2Hz) 4. 32(1H, d, J=14. 0Hz) 4.73(lH,d,J 
=14. OH) 

40 4.94(lH,d, J=14.0Hz) 4. 95 (1H, d, J=14. 0Hz) 5.92(lH,s) 
5.98(lH,s) 

6.44-6.50(lfl,m) 6. 63-6. 70 (IB, m) 6.77-6.84(2H,m) 7. 
12-7. 17(lH,m) 

7.17(lH,br-s) 7. 22(1H, br-s) 7.50-7.57(lH,m) 7.66(1 
H,s) 7.69(lH,s) 

7.84(lH, dd, J=1.6Hz, 8.4Hz) 7.89(lH,s) 7.91(lfl,d,J= 
8.4Hz) 

7.93(H,dd, J=1.6Hz,8.4Hz) 8. 05(lfl, d, J=8.4Hz) 8.06(1 
H,s) 

50 8.27(lH,d,J=1.6Hz) 8.46(1H, d, J=l. 6Hz) 
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[0 2 10] HSS0H26 

[0 2 11] 
[<fb8 0] 




[0213] nmm25\z&tt2>#mfc&wi a.i7g> & 
x^y-;i/ (i2mi) fcJSSfU K^^> (24 

o nig) , h ijxw5> (250 iLimzfmmmim&m 

(WU)\,**> : *?S—)V=20 : 1) {C 
TlsfiSU m&rtt&W (742 mg) £#fc<, -CO^^KT) 

[0 2 1 4] mp : 138-140^ 
NMR : 6 mm (CDCh) 

1. 27 (3H, d, J=7. 2Hz) 4. 13 (1H, q, J=7. 2Hz) 4. 33 (IB, d, J= 
14. 2Hz) 

4.95(lH,d, J=14.2Hz) 5.96(lH,s) 6. 78-6. 86(2H,m) 7.5 
1-7. 57(lH,m) 

7.67(lH,s) 7.91(lH,s) 8. 10(1H, d, J=8.4Hz) 8.25(1H, 
d, J=8.4Hz) 

8. 32 (1H, s) 8.69(lH,s) 

MS : MH + = 472 30 

[021 5] mmm2i 

[0 2 16] 

Wb8 l] 




[0 2 17] 7?3k2tlZ>fc&®}<D$mo 

[0 2 18] mMM24\Z£r)&Zftrcit'&%)(264iBg) h 

T@Wb^^#^(180mg) C^t^CDfett^TIB{C 
^to 50 



^i¥8-5 34 2 6 

40 

[0 2 19] mp : 153-158*0 
NMR : d mm (CDCh) 

1.28(3H,d, J=7.2Hz) 4. 12(1H, q, J=7. 2Hz) 4.31(lH,d,J= 
14.2Hz) 

4.96(lH,d, J=14.2Hz) 5.89(lH,s) 6. 78-6. 25(2H,m) 7.4 
0QH,d,J=3.4Hz) 

7.66(lH,s) 7.89(lH,s) 7. 92QH, d, J=3.4Hz) 8.09(1H, 
d, J=0.4Hz) 

8. 10 (1H, d, J=l. 6Ez) 8. 57 (1H, dd, J=0. 4Hz, 1. 6Hz) 
MS : MH + = 470 
[0 2 2 0] ^^28 

mm&A 

[0 2 2 1] 
[ft8 2] 




[0 2 2 2] Rtf#Bft£B 
[0 2 2 3] 
litS 3] 




[0 2 2 4] T^^n^^fc^COS^o 
[0 2 2 5] mmM26\Z&*)nZttfc&m453w) * 
Tirh>(4.5ml) KiS&U U ^A«&5fc(138mg) 

ta-H^^> (62^i) &mttmv—m&<\*/uv 

: *2J— ;i/=50 : 1—30 : 1) U *^T0DS # 
^AtCcfcD X*9S—)V : 7k=60 : 40—65 : 35) 

*tsiu mmj£A<Dte&yj a92 m mzfmm^B<Dit^ 

m (52mg) 2rf§#io ^n^CDfc^^lf £TfBK^ 

To 

[0 2 2 6] A 
mp : 180-190X: 
NMR : 5 mm (CDCh) 

1.27(3H,d, J=7.0Hz) 4.01(3H,s) 4. 11 (1H, q, J=7. 0Hz) 
4. 32(lfl, d, J=14.0Hz) 

4.94(lH,d, J=14.0Hz) 5.99(lH,s) 6. 77-6.86(2H,m) 7.5 
0-7. 57(lH,s) 

7.65(lH,s) 7.91(lH,s) 8. 08(1H, d, J=8. 4Hz) 8.10OH, 
s) 
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8.27(lfl,dd, J=8.4Hz, 1,6Hz) 8.67(lH,d, J=1.6Hz) 
MS : MH + = 454 

[0 2 2 7] B 
mp : 196-197*0 
NMR : 6 mm (CDCh) 

1.29(3H,d, J=7.2Hz) 4.07(3H,s) 4. 15(1B, q, J=7. 2Hz) 
4. 30(lH,d, J=14. 2Hz) 

4.97(lH,d, J=14.2Hz) 5.82(lH,s) 6. 79-6. 86 (2H, m) 7.5 
0-7.58(lH,m) 

7.68(lH,s) 7.82(lH,dd, J=1.8Ez, 8.4Hz) 7.87(lH,s) 
7. 99 (1H, s) 

8. 16 OH, d, J=8. 4Hz) 8. 281H, d, J=l. 8Hz) 
[0 2 2 8] mMM29 

[0 2 2 9] 
Mt8 4] 




[0230] -emtsnztt&ywmmo 

[0 2 3 1] 2 - XfjP- 6 - ^DP^>^77~;i/ 

;>-6 - (l,2,3-hiJ77-^-2->fW ^>v^y 
V-)V (529 mg) ft«fflUT*M«|19fcefl©^)BlCJ: 
OeWfc^ (120 mg) £#fc<> ^Oft^Ofeft^T 

[0 2 3 2] tttt:fflR. 
NMR : 6 mm (CDCh) 

1.29(3E,d, J=7.1Hz) 4.12(lH,q, J=7.1Hz) 4.32(lB,d,J= 
14. 2Hz) 

4.97(lH,d, J=14.2Ez) 5.87(lH,brs) 6.79-6.83(2H,m) 
7. 50-7. 58 (1H, m) 

7.67(lH,s) 7.87(2H,s) 7.89(lH,s) 8. 12(1H, d, J=9. OH 
z) 

8. 30(1H, dd, J=8. 8, 2. 2Hz) 8. 65(1H, d, J=2. 2Hz) 

[0233] nmmo 

[0 2 34] 
[ft 8 5] 




F 



(22) *SH¥8-5 34 2 6 
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[0 2 3 5] -emtEtlZik^® (y7Xfl/tV-(D 

i : lm&m amm* 

[0 2 3 6] KM7tH«a¥»:J:!)2-zf^ 
ns^x^;i/x— l m l ^fr*^ 

•7n->^A3-^H (2.0 Mz?3L^)\,X--T)Vmm 
1.2ml)$r0 < CTiD^fco SST? 1 «fM*K ttArSUfc 

(2 -x^;u^>V^t\/— 6 — f ;i/) x^y — 

JW (138mg)£#*:o ^2-X^-6-^D-P^ 
>\/5 L T\/-;l/(Df^0tCffiffibT^Jfim9^i5«^#]ll 

[0 2 3 7] mp 

a? NMR : 6 mm (CDCh) 

1.25(1.5B,d, J=7.2Hz) 1.60(3H,s) 1.67(3H,s) 1.80(1. 
5H,d, J=8.4Bz) 

4. 05-4. 17 (IB, m) 4. 27(0. 5H, d, J=14.4Hz) 4.71(0.5H,d, 
J=14. 0Hz) 

4. 90-4. 95 (IE, n) 6. 02 (0. 5H, s) 6. 13 (0. 5H, d, J=l. 6Hz) 
6.44-6.51(0.5E,m) 

6.63-6.70(0.5H.m) 6.63-6.70(0.5B,m) 6. 76-6. 85(1H, 
m) 7.10-7.17(0.5H,m) 

7. 50-7. 56 (IB, m) 7. 61-7. 65 (0. 5H, m) 7.64(0.5B,s) 7.6 
30 6(0.5H,s) 

7.84(0.5H,d, J=8.8Hz) 7.89(0.5H,s) 7.91(0. 5H. d. J=l. 
. 6Hz) 

8.00(0.5H,d, J=8.8Bz) 8.06(0.5H,s) 8. 10(0. 5H, d, J=l. 
6Hz) 

MS : MH + = 445 
[0 2 3 8] f&MSL 

[0 2 3 9] 
[ft8 6] 



40 




F 



[0 2 4 0] TSSIXSft** (yTXfl/tT-O 
1 : 1S£4» <DM&* 

[0 2 4 i] mmmo\z&\ f fz>2-x.3 L )i>-6-* 

50 y*j«zM>^7y-;i/ (699 mg) J 
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— )V1 : l©JB-&«Mt (20ml) lN-NaOH * 

(8mo mmmmwwtmtrz. 

1N-HC1 8mh »^"C*tB&lP^, SSx^titBl 

#4^>- 2 -XfM>^7^ (642mg) 
£<D*<D(1.957g) &mmtZ>Z£U<*>'U> (50m 

i) ^e^(c2-T^y-2 -*=^)v- i - 

yn/iy-;i/ (6 mi) £in*.T, 5^->x^— 

[0 2 4 2] 
Mfc8 7] 

[0 2 4 3] © + l«Mfr&**»fc. £<a4Wfc^£te 

[0 2 4 4] mp 
NMR : 6 mm CDCh 

1.27(1. SB. d. J=6.8Hz) 1.38(3H,s) 1.42(3H,s) 1.70(1. 
5H, d, J=6. 8Hz) 

4. 08-4. 18 (IB, m) 4.12(lH,s) 4.18(lH,s) 4.29(0.5H,d, 
J=14.4Hz) 

4.74(0.5H,d, J=14Hz) 4. 94(0. 5H, d, J=14. 4Hz) 4.95(0.5 
H,d,J=14 Hz) 

5.90(0.5H,s) 5.94(0.5H,d, J=1.6Hz) 6.43-6.49(0.5H, 
m) 

6. 62-6. 69 (0. 5H, m) 6. 77-6. 85 (1H, m) 7. 07-7. 14 (0. 5H, 
m) 7.49-7.57(0.5H,m) 

7.66(0.5H,s) 7.68(0.5H,s) 7.89(0.5H,d, J=8.4Hz) 7.8 
9(0. 5H,s) 

8.00(0.,5H,dd, J=1.6 8.4Hz) 8. 03(0. 5H, d, J=8.4Hz) 8. 
05(0. 5H, s) 

8.10(0.5H,dd, J=1.6,8.4Hz) 8. 35(0. 5H,d, J=1.6Hz) 8.5 
3(0. 5H, d, J=L 6Hz) 
MS : MH + = 484 
[0 24 5] ^SS0J32 

[0 24 6] 
Mb8 8] 



(23) #§§¥8-5 34 2 6 
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[0247] T«an*fls*« d) awe©y7xf 
io (in amm* 

[0248] m&M7 {zmmv^mtmmte^miz&r) 

(id zftmisfto 

[0249] (I) 

NMR : <5 mm CDCh 
a? 1.24(3H,d, J=7.0Hz) 2. 57(3H, s) 4. 06(1H, q, J=7. 0Hz) 
4.27(lH,d,J=14.2Hz) 

4.92(lH,d, J=14.2Hz) 5.93(lH,s) 6. 76-6. 84(2H,m) 7.4 
2(1H, dd. J=2. 0,8.4Hz) 

7.47-7.55(lfl,m) 7.65(lH,s) 7. 76 (1H, d, J=2. 0) 7.88(1 
H, s) 

7. 92 (1H, d, J=8.4Hz) 
MS : MH + = 433 
[0 2 5 0] (II) 

59 NMR : 6 mm CDCh 

. 1. 24 (3H, d, J=7. 0Hz) 2. 57 (3H, s) 4. 06 (1H, q, J=7. 0Hz) 
4.27(lH,d,J=14.2Hz) 4. 92 (1H, d, J=14. 2Hz) 5.93(lH,s) 
6.76-6.84(2H,m) 7.42(lfl,dd, J=2.0,8.4Hz) 7.47-7.55 
(lH,m) . 

7.65(lH,s) 7.76(lH,d, J=2.0) 7.88(lH,s) 7.92(lH,d,J 
=8.4Hz) 

MS : MH + = 433 

[0251] nm&m 
mm* 

40 [0 2 5 2] 
[&89] 




50 [0 2 5 3] Tg^n-Sft'&ft (I) m**:<DVT7sV- 



(24) 
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u*^-~e$>z>it&®) (id <Dm&o 

[0 2 5 4] ^MM32\Z<k 0 # £ nfz4t^®}X\Z*r<Di? 

«fcj:D-en-en±Eft** (i) ms^^rx^-v 

[0 2 5 5] (I) 



8-5,3 4 2 6 



46 



NMR : 6 mm CDCh 

1.29(3H,d, J=7.2Hz) 3.13(3H,s) 4. 18 (1H, q, J=7. 2Hz) 
4.24UH, d, J-14.12HZ) 

4.98(lH,d, J=14.2Hz) 5.68(lfl,s) 6.79-6.86(2H,m) 7.4 
9-7. 56(lH,m) 

7.70(lH,s) 7.84(lH,s) 8. 06(lfl, dd, J=2. 0, 8. 8Hz) 8.19 
(1H, d, J=8. 8Hz) 
8. 58 (IB, d, J=2.0Hz) 
MS : MH + = 465 
[0 2 5 6] (II) 
: [ate 

NMR : 6 mm CDCh 

1.71(3H,d, J=6.8Hz) 3.08(3H,s) 4.22(lfl,q, J=6. 8Hz) 
4.73(lH,d, J=14.0Hz) 4. 98(1H, d, J=14. 0) 5.72(lH,s) 
6. 47-6. 54 (1H, m) 

6.64-6.71(lH,m) 7. 12-7. 19(lH,m), 7.72(lH,s) 7.96(1 
H,dd, J=1.7,8.8Hz) 

8.02(lH,s) 8.04(lH,d,J=8.8Hz) 8. 41 (1H, brd, J=l. 7Hz) 
MS : MH + = 465 

[0 2 5 7] mmmu 

[0 2 5 8] 
Mfc9 0] 



7.06(2H,br-dd, J=8.6,8.6Hz) 7. 39-7.44(3H,m) 7.47-7. 
55(lH,m) 

7.66(lH,s) 7. 77 (IE, d, J=1.6Hz) 7.86(lH,s) 7.930H, 

d. J=8.8Hz) 

MS : MH + = 513 

[0 2 6 2] mmms' 

[0 2 6 3] 
Wfc9 1] 



10 




[0259] •v^nz><Dfc<&m<Dmj&o 

[0 2 6 0] 2 - X^;i/- 6 - ^dp^>^77-;1' 
<DR Die, ©^W7{cfB®<rj^J®^^^JH^<fcr)S 

[0 2 6 1] «|g: 
NMR : a ^ffi CDCh 

1.24(3H,d, J=7.2Hz) 4. 07 (1H, q, J=7. 2Hz) 4.26(lH,d,J= 
14.4Hz) 

4.92(lH,d,J=14.4Hz) 5. 84 (IE, s) 6. 76-6. 84 (2H, m) 




[0 2 6 4] T^^n^ft:^ (i) 

[0 2 6 5] mfeX 
20 [0 2 6 6] 
Mb9 2] 




[0 2 6 7] tfe^fc^n^fe (II) (DWt. 

30 [0268] nnmmz&vmmznfrfc&yifrznm 

[0 2 6 9] (I) 
«S8 : @# 

NMR : 6 mm (CDCh) 

1.27(3H,d, J=7.2Hz) 4. 22 (1H, d, J= 14. 4Hz) 4.63(lH,q,J 
=7.2Hz) 

40 5.11(lfl,d,J=14.4Hz) 6.56(lH,brs) 6. 76-6. 87(2H,m) 
7.23(2H,br-dd, J=8.4, 8.4Hz)7.46-7. 54(lH,m) 7.68(1H, 
s) 7.92(lfl,s) 

7.99-8.04(2H,m) 8. 12(lfl, dd, J=l. 6, 8.4Hz) 8.32(lH,d, 
J=8.4Hz) 

8. 51 (IB, br-d, J=l. 6Hz) 
MS : MH + = 561 

[0 2 7 0] (II) 
tWBi : Bite 

NMR : 6 mm CDCh 
50 1. 26 (3H, d, J-7. 2Hz) 4. 14 (1H, q, J=7. 2Hz) 4. 19 (1H, d, J= 
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14.4Hz) 

4.94(lE,d, J=14.4Hz) 5.64(lH,s) 6. 78-6. 85(2B, m) 
7.20(2E,br-dd, J=8.6,8.6Hz) 7.47-7. 54 (IE, m) 7.68(1 
H, s) 

7. 81 (IE, s) 7.98-8.03(3H,m) 8. 12(1B, d, J=8.8Bz) 8.58 
(IE, d, J=2.0Hz) 
MS : MH + = 545 

[0271] mtrnzs 

[0 2 7 2] 
Mb9 3] 



48 




NMR : 6 mm CDCh 

1.26(3E,d, J=7.1Hz) 4. 15(1H, q, J=7. lBz) 4.22(lB,d,J= 
14. 2Hz) 

4.98(lE,d,J=14.2Hz) 5.63(lB,brs) 6. 78-6.86(2H,m) 
7.48-7.56(lH,m) 7. 67 (1H, dd, J=8. 2, 1. 5Hz) 7.70(lB,s) 
7. 84 (IB, s) 

8. 03 (IE, d, J=8. 2Hz) 8. 33 (1H, d, J=l. 5Hz) 

[0281] nm&m 
mm* 

10 [0 2 8 2] 
Mfc9 5] 

N q 



CH 3 



[0 2 7 3] (Dfc&y?}<Dm& 0 

[0274] mmmi9\zmm<D^mtmmu^m\z^ 

(DtttD K>\Z2 -X^;l/- -^>y^7^ 

[0 2 7 5] #31 : 
NMR : 6 mm CDCh 

1.26(3B,d, J=8.0Ez) 4. 19(1E, q, J=8.0Ez) 4.34(lB,d,J= 
15. 2Hz) 

4.96(lB,d, J=15.2Ez) 5.92(lH,brs) 6.78-6.84(2E,m) 
7. 34-7. 40 (IE, m) 

7.50-7.58(2H,m) 7.68(lH,s) 7. 78-7. 58(2H, m) 7.68(1 
B,s) 

7. 78-7. 85 (IE, m) 7. 92 (IB, s) 
[0 2 7 6] mMM37 

[0 2 7 7] 
Mb9 4] 



20 



30 




40 



[0278] -?m2nz>fc&m<Dmm« 

[0279] mmm22\ztm<D^mtmm^m\z^ 

0, tzfcV 2 -X^Jl/- 6-i/7;-^>^77-^ 
CDftfr 0 IC 2 -X^- 4 — >7 / -<OV^7 V—JU 

[0 2 8 0] 




[0 2 8 3] T^^n^lb-&^S?to 

[0 2 8 4] 2-X^;V-6-^DD-7-Tif^>^/ 
^T*/-;M3.16g) ^MJ^A^*;* h*^K(1.67 
g) $N-^^t?D'JH> (9ml) ^OrTlffiJWS 

ASK (^U->:»^X^;V:10: 1) U *P^t^ 

m2 -x^;i/- 6 h^->- 7 -tiT^V^t 
y~;K2.25g) ^#fco c©tm^ft&«fflbT, m 
MMi9hmmttm\z&r)&ft®&$£feisrcio zoxtG 
m<D® l &*i : mz7fc?. 

[0 2 8 5] mp : 185-186 <C 
NMR : 6 mm (CDCh) 

1.25(3H,d, J=7.2Hz) 2.65(3H,s) 4. 03(1B, q, J=7. 2Bz) 
4. 30UB, d, J=14.2Bz) 

4.94(lH,d, J=14.2Ez) 5.75(lE,s) 6. 77-6. 85 (2fl, m) 7.3 
l(lfl,d,J=8.4Bz) 

7.48-7. 55(lfl, m) 7.68(lB,s) 7.86(lB,s) 8.02(lH,d,J= 
8.4Ez) 

[0286] mt 
mm* 

[0 2 8 7] 
Wb9 6] 



V 



[0 2 8 8] T?S3ftSfc&«K0Mfi. 
50 [0 2 8 9] mmm\Z k 0# *>tX!tft&m (400mg) 
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z/2uu*$?y (4ml) *?&uuj&fc&W 
K(476mg) £Jn*-T 1. 5^^MT^< tt'A/bfc. 

K&B56bTBWtt*Sfc(452nig) . 

[0 2 9 0] mp : 211-214 *C 
NMR : a (CDCh) 

1.30(3B,d, J=7.0Ez) 3.32(3B,s) 4. 14(1H, q, J=7. 0Hz) 
4.230H, d, J=14.4Bz) 

5. OKIE, d, J=14.4Hz) 5. 59 (IB, s) 6.80-6.86(2H,m) 7.4 10 
8-7. 56 (IE, m) 

7.72(lH,s) 7.82(lfl,s) 8. 25 (IB, d, J=8.4Bz) 8. 47 (IB, 

d,J=8.4Bz) 

MS :M + = 466 

[0291] mmmo 

[0 2 9 2] 
Ut9 7] 




20 



[0 2 9 3] T«sn*fl:-&«©iBfi. 

[0 2 9 4] *««38lrta«<Z>#JHtH*^^JBfCct 
D> ^fcbtmft^t LT2 - X^P- 6 - ^DU- 

[0 2 9 5] mp : 177-178 *C 30 
NMR : 5 mm (CDCh) 

1.27(3B,d, J=7.2Ez) 4. 07 (IB, d, J=7. 2Bz) 4. 27 (IB, d J= 
14.0Bz) 

4.96(lB,d, J=14.0Ez) 5.63(lB,s) 6:78-6. 85 (2B,m) 7.4 
7(lB,d,J=8.4Bz) 

7.48-7. 55 (IB, m) 7. 70 (IB, s) 7. 83 (IB, s) 8.19(lB,d,J= 
8.4Bz) 

[0296] mmm4i 

[0 2 9 7] 40 
Mfc9 8] 




[0 2 9 8] 7?asn5ft^«lOS®. 
2-X^;U-7-Tif^>^7V— ;K2.95g) 



' #i?8 - 5 3 4 2 6 

50 

(4. 7g) SSfflfcTUn 3. 5Wrfln«* ^ ^ D DifiSfcft 

#»(2.aa*a&i;:io*fc. Rtmrte* mww-hj 

U 8ttS«*l/T2-I^-7 -71f^>^77 
-JP-7-^->F(2.69g) £#Zio ^tl*z?>7U)V* 

& > (27mi )4»[cin^_> a / #;w\*^e-r ji^ d 

U F (4. 16g) h U ;* U ;i/y7Z H (5. 69ml) h U X 
^7^X6. 3ml) *JB#dH*, SMfcT8ISIIBE*S 
h D * ^;i/>- U ;^>7- H (2. 5ml ) S** 5 / 
^;WW;^oU H (2.5ml) ^jiJOb^o MCT2 

200: ItSffl) TgS0)^n;M^>-1' V 
^Dtf;vx-r;rai|gil, 2-xf;^6->7; 
-7-T1f^>l/^7^/-;K1.37g) saySLfc. ^JS 
«19®^JBi:W*^*fc±D, fcfcL2--XfP;l/-6 
- ^ d a 1>V^7 *S-)V0)ft*> X) fC±B<fr&«r£«ffl 

[0 2 9 9] mp : 170-173 «C 
NMR : 6 mm (CDCh) 

1.30(3B,d, J=7.0Bz) 4. 13 (IB, qd, J=7. 0Bz,0. 8Bz) 4.25 
(IB, d, J=14. OBz) 

4.98(lB,d, J=14.0Bz) 5. 59(1B, d, J=0. 8Bz) 5.59(lB,d,J 
=0. 8Bz) 

6.79-6.86(2B,m) 7.49-7. 56 (IB, m) 7.72(lB,s) 7.81(1 
B, s) 

7. 84 (IB, d, J=8.4Ez) 8. 35 (IB, d, J=8. 4Bz) 
MS : MH + = 413 

[0300] nmm42 

[0 3 0 1] 
Mb 9 9 ] 




[0302] 7*mt£tiz>tt&m<»m3&. 

[0 3 0 3] *JllfMlfc < tDWa«n&fl:-&«^6WS 
fc Q z <nit&m<Dm&*-TW t Z7Fr?. 

[0304] rag: rat 

NMR : <5 mm (CDCh) 

1.30(3B,d, J=7.2Bz) 4. 12(1B, q, J=7. 2Bz) 4.28(lE,d,J- 
14.4Ez) 

5.00(lB,d,J=14.4Bz) 5.65(lB,s) 6. 80-6. 87 (2H, m) 7.4 
9-7. 56(lB,m) 
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7. 70 (IB, s) 7. 70-7. 76 (IB, brs) 7. 80 (IB, s) 8.33(lH,d, 
J=8. 8Hz) 

8. 91 (IB, d, J=8. 8Hz) 9. 32-8. 38 (1H, br-s) 
[0 3 0 5] 

[0 3 0 6] 
Mfel 0 0] 




[0307] -?&-znz>tt&m<D9m* 

[0308] mffiM4o\zm«L<D^M£mmu^m\z& 

2' ,4' - >?7JI/ta 7t h 7x / >(Dft o i: 1 - (1H- 
1,2,4- h U TV—JV- 1 — f;W -2' -^DD7th 

[03 0 9]tti:S#: 
NMR : 5 «jK (CDCIs) 

1.22(3B,d, J=7.2Bz) 4. 22(1H, d, J=14.4Bz) 4.67(lB,Q,J 
=7.2Hz) 5.55(lfl,s) 

5.60(lB,d, J=14.4Bz) 7. 18-7. 22(2H, m) 7. 34-7. 38(1H, 
m) 

7:46(lH,d, J=8.8Hz) 7.68(lH,s) 7. 69-7. 73 (IB, s) 7.81 
(lH,s) 

8. 20(1B, d, J=8.8Hz) 

[0310] mmmu 

[0 3 11] 
litl 0 1] 




[0312] T««n*fb&«<o»i6. 

[0313] mmmi9\zftm<D^mtmmte^m\z£ 

ft D tc 2 - ^ 6 - 2 pp^>^7^M 

[0 3 14] tt8B:H# 
NMR : 6 (CDCIs) 

3.43(lH,d, J=15.2Hz) 3. 88(1B, d, J=15. 2Bz) 4.65(lH,d, 
J=14. 2Hz) 

4.70(lH,d, J=14.2Hz) 6.03(lH,s) 6. 69-6. 74 (IB, m) 6.7 
6-6. 81(lB,m) 



(27) #1^^8-5 3 4 2 6 
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7.40(lH,dd, J=8.8Hz,2.0Bz) 7.42-7. 50 (IB, m) 7.750B. 
dd, J=2. OBz) 

7.82(lB,d, J=8.8Hz) 7.85(lB,s) 8.18(lB,s) 

[0315] mmmte 
mm* 

[0 3 16] 
Mil 0 2] 



i0 




[0317] ts^nsft^om 

[0 3 18] %!Kffl44£ett0¥JH&|qmft¥l(£^ 
ft oic 2 - ;* 6 - y^>^77-j^ffiffl 

[0 3 19] mp : 176-178 *C 
20 NMR : d mm CDCIs 

3.52(lB,d, J=15.4Bz) 3. 95(1B, d, J=15.4Bz) 4.69(2H,s) 
5. 87 (IB, s) 

6. 71-6. 82(2B, m) 7. 51-7. 45(1B, m) 7. 69 (IB, dd, J=l. 6B 
z, 8. 6Bz) 

7.86(lB,s) 7.99(lB,dd, J=0. 4Bz, 8. 6Bz) 8. 13(1B, dd, J= 
0.4Bz,1.6Bz) 
8. 15 (IB, s) 
[0 3 2 0] *J8«46 

30 [0 3 2 1] 
[ftlO 3] 




[0 3 2 2] 

[0 3 2 3] ^SgW40JC|E«O^JSt^«^^]31tCcfc 
40 fcfcb 2 -X^- 6-^DD-7 -T1f^>V^ 
TV— ;pofto \z 2 6 -^DD- 7 -Tlf^ 

m^-rmzTTCto 

[0 3 2 4] mp : 145-147 'CMeOB) 
NMR : 6 mm (CDCIs) 

3. 47 (IB, d, J=15.2Hz) 3. 90 (IB, d, J=15. 2Bz) 4.69(2B,s) 
5. 76 (IB, s) 

6.70-6.83(2B,m) 7. 39(1B, d, J=8. 4Bz) 7. 42-7. 49 (IB, m) 
7. 86 (IB, s) 
50 8. 08 (IB, d, J=8.4Bz) 8. 13 (IB, z) 
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[0325] tasmi 

[0 3 2 6] 
Wbl 0 4] 




[0 3 2 7] TS^n-Sft'&ftflDtet. 

[0 3 2 8] 3 Uv ? >ffi®^(2 
038ng)Sx^y-JK42inl)fc:**b, h U 

(2148mg)£iD;L, SJftfcT40»BI«*fUfc. C:©S*S 
■&Wfc/W H DiJ-;|/7 7^ h± h U »>A (6. 67g) cdtK^ 

wivrcm. mm&Mt&vrzo ^n^^^/-)u-^\zx 

)V 5 : 1 — 1 : 1) l:T^fflt5t, 
3 -T^y-4-*)l*7h tfU^>(892mg) 

^tliC^^X^7ml t^rU^a.^S—^4 
SSISHSCT, 205MWJDJKk«»L,fc. E«fi«« 
SMESttru **y-jpfc»#u ^u*y;nc8» 
S-tirft. e:n^^DD/t;;i/A-^^y~;P=50 : Her 
Sm-TSi, 2-^5 1 ;i/-5-T1f^>V5 t Ty-;P59 

omg tmttitt. m&mwzmmv^mtmmttmiz 

-To 

[0 3 2 9] mp : 137-138 *C 
NMR : 6 (CDsOD) 

3.69(lH,d, J=14.8HZ) 4. 08(1H, d, KL4.8HZ) 4. 77 (1ft d, 
J=14.4HZ) 

4.87(lH,d, J=14.4HZ) 6. 71-6. 84 (1H, m) 6. 92-7. 04(1H, 
m) 

7.32-7.46(lH,m) 7.83(lH,s) 7. 97(1H, d, J=5. 2Hz) 
8.37(lH,d,J=5.2Hz) 8.37(lH,s) 9.06(lfl,s) 

[0 3 3 0] mmm48 

[0 3 3 1] 
ML10 5] 



<28> §i?8-5 34 2 6 



54 




F 



[0 3 3 2] T$sn-5ft^»o«a. 

i0 [0 3 3 3] T^ft^-hU^A(2301mg)€:>?^^x;l/ 
v H (60ml ) \zmm U Z(D*\Z2-7u*:-4 f 
^)IY±: h7i7> (3000ing) SrJP A, ^M(CT20^ 
WJWLfc. K*fi<&4&£200inl £>}M<tCgiItt. iSx 
3MK200mlX 5) »CTSfcaL**«ftKV^i^^A^T 

-r — (^1J*>— ^U->-»Kx^;P8 :1)^T»« 
•T^<h2-y^H-4'-5 1 ^^5 L ;i'Tilh^niy> (215 
5mg)^^n^c« 47ml<D^-h^t Hn^^>4i(CT^-f 
V M)\,7 ^ >(l. 75ml) <h n- 7<?)V >J 3^ A<Z>1. 6M 

A>?-f V^Dfcf;l/T^>«JR^-78 < C(C?&^bfe», £ 
tlfc 2 -7v K-4' -5^**3^Tir h:7:t/ > (2155m 
g) 0>:r N7t HD77 >^(19ml) £ 5 flfflftXtT. ffi 

TU -78t:icTi^ra8l»i,fc 0 ^c^^ntf^x;^ 

DU H (1.81ml) *»T U -78t:(CT10^r^ ML, 
X— ^;l/fCT (300ml X 3) #JtH 

#^n/c«WyU^M7A^DYh^77^- 
59 (^\^^>^^iJ*> : »RX^=10 : l)fc«fc 

T^^2-y^K-l- (4'-^^^^xXJW If 
rj^nW-Kl. 98g) jflSfcSftfc. iin^y^D 
^*t*>(38ml)fc»#U 'IEU>*XX^*1P^ ^ 
3i#fflMT, MfcTlWBlIiCU ^CO^90t:(CT20 

^30 : 1) \Z£ QmmtZ t 2 -X5P;l— 5 - (4-^* 
^^7x-;W **1JV-;M630nK) ##snfco d 
2 -x^;i/- 6 - ^no-^>^7\/~;Koft^ 

4z? o L/ xmmMi9 \zmm<D^m t w\&tz^m \z & v 
e«®^#j^o ^<Dit^(om^ym\z^r a 

[0 3 3 4] «ffi: ft&tf 
NMR : d mm (CDCh) 
,1.55(3H,d, J=8.0Hz) 2.50(3H,s) 3. 88(1H, q, J=8. 0Hz) 
4. 69(lE,d,J=13.3Hz) 

4.98(lH,d, J=13.3Hz) 5.56(lfl,brs) 6. 60-6. 72 (2H, m) 
7. 20-7. 26(2H,m) 

7.22-7.34(lH,m) 7.27(lH,s) 7. 33-7. 38 (2H, m) 7.70(1 
H,s) 8.30(lH,s) 
50 [0 3 3 5] mffiM49 
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[0 3 3 6] 
[fcl0 6] 




F 



[0 3 3 7] <Dft&m<D9m. 

[0 3 3 8] «JS«48<D*d6«(77ing)«^^DD^^> 
(6.0ml) 2k«TF* *^nn«£a*&(l56 

mg) san*. muchm*. mvm»vit.-susm& 

fco *JBtt;SSfc5^nn;**> (10ml x 2) fCTffla 
vy*^9AKT«»*, «HE«BSbfco H6tlfctt« 

1) fc*D««T*fcB»ft*«(54«)«t#6tl&. £ 

[0 3 3 9] ttJ8: 
NMR : 6 mm (CDCla) 

1.60(3H,d, J=7.2Hz) 3.07(3H,s) 3. 91 (1H, q, J=7. 1Hz) 
4. 71 (1H, d, J=14. 1Hz) 

5.00(lH,d, J=14.1Hz) 5.40-5. 50(lH,brs) 6.62-6.72(2 
H,m) 7.26-7.33(lH,m) 

7.31(lH,s) 7.60-7.64(2H,m) 7.73(lH,s) 7.92-7.97(2 
H,m) 8.05(lH,s) 
MS: m/e FAB 475(MH + ) 
[0 3 4 0] ^SfiWO 

[0 34 1] 
[ftl0 7] 




[0 3 4 2] TS$n^{^Wf©^7XfUt-7 

[0 3 4 3] 2 -X^-4-y7/-5- hU^^;i/ 
>-UJ^TV— ;Kl.58g) (DlOml^h^t Ha7 7>g 



(29) #i¥8-5 34 2 6 

D y y >mm (SM V :/o £;l,7 ^ >1. 40ml 1 7^)1 U 
3^ A <1.6ll^tf>*J» 3.2ml K1-65T; 
ICTffiTL^o *^T(lH-l,2,4-hUT\/-;U- 1 — f 
;W -2,4 -i/y)l*uy3i-)],T±hyx.y>(D10m\ 

a ^ ^ >mmi. om) 20ml sun^-TasfcT i mm^ < \* 

S^SbfCo Sfi^5/U^M7A^D7h^ 

?yj— (zS#un*?> : ;p= 200 : 1) 

*-©^7Xrl/tVHb^ (I) (464m 
g) £*§fco fcS — J0^7XfI/tV- £(1H-1,2,4- 
hVTV—Jl-l — fM -2,4 -i?y JVJ-UT-il hy 

A-CfflSbfc^U^W^^A^b, *>5-^<Z>v 
a? TXfl-tT-ft^ (II) 564mg £n*>0>ft; 

[0 344] (I) 
mp : 198-205 t 
NMR : a (CDCU) 

1.20(3H,d, J=7.1Hz) 4. 06(1H, q, J=14.4Hz) 4.08(lfl,q,J 
=7. 1Hz) 

4.96(lH,d, J=14.4Hz) 5.41(lH,s) 6.77-6.83(2H,m) 7.4 
2-7.49(lH,m) 

7. 75 (IB, s) 7. 80 OH, s) 8.05(lH,s) 
^ MS : MH + = 362 
[0 3 4 5] (II) 
mp : 191-194 X: 
NMR : 6 mm (CDCh) 

1.61(3H,d, J=7.1Hz) 4.08(lH,q, J=7.1Hz) 4.66(lH,d,J= 
14.0Hz) 

4.98(lH,d, J=14.0Hz) 5.37(lH,s) 6. 58-6. 70 (2H,m) 7.1 
2-7.18(lH,m) 

7.75(lfl,s) 7.79(lH,s) 7.97(lH,s) 
MS : MH + = 362 
40 [0 3 4 6] ^JSWI51 

[0 3 4 7] 
Mfcl 0 8] 




50 
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CO 3 4 8] T*$n*fl?&tt©«j6. 
[0 3 4 9] safi«50lc«k DIBBStl&fl:^»150« £ 
N-^^-brDUH>2mltcS*$iirNaN 3 54mg, Et 

3n-hci lismg zmzmmftmioQ wsvzmtami, 

fro R*«K*£Sn*AcOEt T3®fflmu tK> SfrftJNa 
Cl*-C?ftj* MgS04<6««Ac0EtSB56bfc. gl&KTir 
h>2mK EtOH4ml H 2 0 10ml <£rj0^.1NHCl #jg»rCpe 

C0 3 5 0] 
NMR : 6 (DMSO-d 6 ) 

1. 13(3H, d, J=7. 0Hz) 4. 11-4. 14 (1H, m) 4. 34(lfl, d, J=14. 
2Hz) 

4.80(lftd,J=14.2Hz). 6.16(lH,s) 6. 93-6. 98(1H, m) 
7.18-7.24(lftm) 7. 28-7. 33 (lft m) 7.61(lH,s) 8.22(1 
H,s) 8.45(lH,br-s) 
MS : MH + = 405 

[0 3 5 i] mmms2 

[0 3 5 2] 
MS-l 0 9] 



(30) 



8-53426 



[0 3 5 7] 
Mfcl 1 0] 



58 





F Me 

[0 3 5 3] T*$nSft-&ft<OSE@o 

[0 3 54] *Jfc#J51K<k Qne>tl1tfc&m0w& DMF 
lnlfc»*a-ar, CsCOs 65mg£»j*ifl»*fi601CT3<Hfr 
InnfcLS&fcCHal 0.02ml &iD**»T3<tf}«#Lfc. 
SJ&ffcK&O £2m*Ac0Et TffflffiHiO, NaCl 

Mgso4 frmmmt »sn&35«£# 

^A^DVh^^^^-(Si0 2 20g , CH 2 Ch, #^TCH 
2 Ch * 1 %Me0H^> CH2 Ch * 2 %Me0Hi§fi£) tiSfit 

[0 3 5 5] : @# 
NMR : a (CDCh) 

1. 22(0. 9H, d, J=7. 1Hz) 1. 25(2. 1H, d, J=7. 1Hz) 4. 08-4 2 
l(2H,m) 

4.45(0.9H,s) 4.49(2. 1H, s) 4. 95(0. 7ft d, J=14. 2Hz) 
5.00(0.3H,d,J=14.8Hz) 5.40(0.7H,s) 5.53(0.3fts) 

6. 76-6. 84 (2ft m) 7. 45-7. 52 (1H, m) 7.72(0.3H,s) 7.75 
(O.Tfts) 

7. 78(0. 7ft s) 7. 81(0. 3ft s) 8. 14(0. 3ft s) 8,35(0. 7ft 
s) 

MS : MH + = 419 

[0356] $mm3 



10 [0 3 5 8] T«Sh*ft^fc (I) Mf©y7Xf 
V^—(D\^% (II) CD®^ 0 
[0 3 5 9] *««50(CiS«©#IHi:ra««:^IHJcJ: 

t J^77-MftD[:2-X^-4- (4' 

[0 3 6 0] (I) 
mp : 122-124 *C 
a? NMR : 6 JHfc. (CDCh) 

1.67 (3ft d, J=7.0Hz) 4.09(lH,q,J=7.0Hz)4.73(lftd, J=l . 
3.8Hz) 

4.93(lftd,J=13.8Hz) 6. 14 (lft d, J=l. 7Hz) 6.48-6.54(1 
ftm) 

6. 66-6. 73 (lft m) 7. 06-7. 12 (3ft m) 7. 67 (lft s) 7.71-7. 
74(2H,m) 8. 05 (1ft s) 

[0 3 6 1] (II) 
mp : 87-89 X: 
NMR : d mm (CDCh) 
30 1.23(3ftd,J=7.1Hz) 4. 06(lft q, J=7. 1Hz) 4.28(lftd,J= 
14.4Hz) 

4.89(lH,d,J=14.4Hz) 6. 04 (lft s) 6. 77-6. 85 (2ft m) 7.1 
3-7.17(lH,m) 

7. 41 (lft S ) 7. 47-7. 55 (lft m) 7.67(lfl,s) 7.85-7.92(2 
ftm) 7.90(lfts) 

[0362] mmmte 

[0 3 6 3] 
Wfclll] 

40 




[0 3 6 4] T*3ft5ftftft (I) Rtf*©^7X5r 
U*~?-<Dfc&®j (II) (0ffi§. 

$0 [0 3 6 5] XlM50lclB«eD#)H^n«a:^)l|k:<t: 
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X>. frfdl>2 -X^Jl/-4-y7y- 5- hU^fjky 

u;i/^y^/-;uco^D(c2-x5 1 ;v-4- (4' -^d 

[0 3 6 6] (I) 
mp : 132-133 *C 
NMR : (5 (CDCh) 

1.67(3H,d, J=7.0Hz) 4. 10(lH,q, J=7. 0Hz) 4.73(lH,d,J= 
13.9Hz) 

4.93(lfl,d, J=13.9Hz) 6.09(lH,s) 6.46-6. 55 (2H, m) 7.6 
5-6. 73(lH,m) 

7.05-7.13(lH,m) 7.17(lH,s) 7. 35-7. 40 (2H, m) 7.65-7. 

70(2H,m) 

8.04(1H, s) 

[0 3 6 7] (II) 
mp : 162-164 <C 
NMR : 6 mm (CDCh) 

1.23(3H,d, J=7.1Hz) 4. 06(1H, q, J=7. 1Hz) 4.27(lH,d,J= 
14.4Hz) 

4.89(lH,d, J=14.4Hz) 5.97(lH,s) 6. 76-6. 85(2H,m) 7.4 
0-7. 55(4H,m) 

7.67(lH,s) 7.72-7.77(2H,m) 7.89(lH,s) 
[0 3 6 8] HS60U55 

[0 3 6 9] 
Ufcll2] 




[0 3 7 0] T*mi£nZ>tt&®<DW&. 

[0371] &mmw\zmmv>^mt.mmu^m\z& 

U y-;UC0f^ D \Z2 —^^-JV— 4 —Z/7S— 5 — 

[0 3 7 2] ttffi: 0# 
NMR : (5 (CDCh) 

3. 44(1H, d, J=15. 0Hz) 3. 81 (1H, d, J=15. 0Hz) 4. 58(1B, d, 
J=14.2Hz) 

4.74(lH,d, J=14.2Hz) 5.48(lH,s) 6. 74-6.82(2H,m) 7.4 
0-7. 46 OH, ra) 

7.85(lH,s) 7.87(lH,s) 8.07(lH,s) 
MS : MH + = 348 
[0 3 7 3] *Sfi«56 

[0 3 74] 



(31) M¥8-5 3 4 2 6 
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Hfcl 1 3] 




io [0375] -casn*fl:-&*o«js. 

[0 3 7 6] ^MW50JC|B«<D^IHi:P«^^JBfcJ; 
0, fcffb 2 - X^- 4 ->7y - 5 - h 'J ^^-> 
V)V9>7*/—)]/V>Rr)\Z2-*3 L ;V-4- (4' -^D 

d7x-jw - 5 - h ij 77-;i/&«« 

[0 3 7 7] #SB:@# 
NMR : (5 ««t (CDCh) 

3.34(lH,d, J=15.3Hz) 3. 85(1H, d, J=15. 3Hz) 4.62(lH,d, 
J=14.2Hz) 

20 4.71(lH,d, J=14.2Hz) 6.21(lH,s) 6. 69-6. 83(2H,m) 7.2 
7(1H, s) 

7.36-7.46(3H,m) 7. 68-7. 73 (2H, m) 7.85(lH,s) 8.20(1 
H, s) 

[0 3 7 8] ftft«57 
[0 3 7 9] 



30 




[0 3 8 0] T?g$n*fl^«(D8Bgo 

[0 3 8 1] AlCl3(5.88g)CDCH 2 CI 2 (50ml)!ffiS^{C^^ 
;V^D^>1f>(5.77g) £JnA, *IC2- (4-y77 
^ocn;W 7tfMDU K(5.28g) ©CH2Ch(30ml)i§ 
i££?8TUfco 6«frajDJ»«iao«***JPACHCl3 Id 
Tfflffl$n^)^^&^^A^n-Th^^^^-(Si 
40 0 2 ) fcttU CH2CI2 -^U-> (1:1) (CT^m 

Wk;^«4- ( 2 - (2, 4 - 7 P7x x;W - 2 - 
**V) X5F;l^>*/x h U;K2.45g) 

[0 3 8 2] dCD^^(1.2g)CDEt0H(12ml)^tC50% 
Na0H(0.67g) ^V>TMe I (0.46ml) £?g~FU 

^^>r — (Si0 2 ,^\^>-CH2C1 2 = 3 : 1 — 1 : 1) £ 

50 0.5g£f»ifc. 
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CO 3 8 3] 1.0M TBISCHaMgClX— ^mft(3.9nl) £ 
-78° fcftiJlU m&VcG® (0. 5g) ©X— 5^ (5ml) 

fiftiftflsT^-^ATlcSiK^lin^, AcOEt TfttBbW 

«»£ffi@3<ti\ CH2CI2 (10ml)^r^BF 3 -0Et 2 (0.24iDl)^ 
0° HfflfcT 1.5BMB**<ttA/Ufc. AcOEt 

^**>-CHiCl»3 : 1-1 : 1) KTHMU 
4- (2-(2,4-^7^D7i-;W - 1 

2 - ^n^-;v^>y- h u;Ko. 2g) *ntz. 0 
C0 3 8 4] £©ft-&*(200iag) ©^nntf^A (4m 
1) tB*lcac»T^^^nnjlftjaS»(490iDg) £iD;L 

*«»*«*UT#6n/taiaElC DMF5ml£*D;L, 
Cin^r 1,2,4- HJ ;K272mg) &tf60% NaH(141 

mg) «fct)W«$n*l, 2,4- HUTV-^hU^AIfi 
<Z> DMF (3ml) 90t:fcT2«flBRj6o 

*l£>^?5t£;*J^A^nv htf?7j— (Si0 2 , ^\^it> 
-ft8xf;n : 1-1 : 2) fcttLBMffc^»50mg£ 

[0 3 8 5] mp : 208-209 *C 
NMR : 6 mm (CDCh) 

1. 13 (3H, t, J=7. 1Hz) 3. 38 (1H, q, J=7. lflz) 3. 79 (IB, d, J= 
14. 5Hz) 

4. 79 (IB, d, J=14. 5Hz) 4. 98 (1H, d, J=l. 5Hz) 6. 74-6. 81(2 
H,m) 7. 44-7. 51 (IB, m) 

7.64(2H,dJ=8.4Hz) 7. 67 (2H, d, J=8.4Hz) 7.72(lfl,s) 7. 
75(1H, s) 
[0 3 8 6] mffiM58 

mm^A 

[0 3 8 7] 
Wfcl 1 5] 




[0388] <D{t&%jmmm.i£B 

[0 3 8 9] 

ati 1 6] 



(32) #i¥8-5 34 2 6 
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[0 3 9 0] <Dft&m<D®& 0 
10 [0 3 9 1] i) HSS0U57Oft'&^(625mg) SN, N- 
y^f^A7$ H (2ml) fc*#U NaN 3 (345mg) 
RrXEt 3 N-HCl(731mg)^^fC 100° KT7«pWJnJRU 

»ic^«(Dx^y-;p&in^ **»iDbfc», hci 

VTzo JRS539mg 0 

[0 3 9 2] ii) ±fe@#:(514mg) §N, N-i?^^ 
^A75 H (5ml) fc»#U CS2CO3 (422mg)&tfMe 
I (0. 089ml) &m&mU\ZX 4 ^W«#bfco BKX?^ 

*7A^DVh^77^r- (Si0 2 , CH 2 Ch ->CH2Cl 2 :Et 
OAc 4 : 1) b#K§3; A <Dfl;<&«j (333mg) & « 

jgSBOft^(93ing)$#^o. J £tl*>Q>tt&m<Dto&* 

[0 3 9 3] A 
mp : 216-218 *C 
NMR : 6 mm (CDCh) 

1. 17 (3H, t, J=7. 0Hz) 3. 39 (1H, q, J=7. 0Hz) 3. 89 (1H, d, J= 
14. 3Hz) 

30 4.41(3H,s) 4.83(lH,d, J=14.3Hz) 4.83(lB,d, J=1.5Hz) 
6.74-6.81(2H,m) 7.44-7. 54 (IB, m) 7. 64 (2B, d, J=8.4Hz) 

7. 71 (IB, s) 
7. 75 (IB, s) 8. 14(2B, d, J=8. 4Bz) 

[0 3 9 4] B 
mp : 169-171 t: 
NMR : 6 mm (CDCh) 

1.17(3H,d, J=7.1Bz) 3.42(lB,q, J=7.1Bz) 3.88(lH,d,J= 
14.1Bz) 

4.22(3H,s) 4.83(lB,d, J=14.1Bz) 4.95(lB,d, J=1.5Hz) 
40 6.75-6.82(2H,m) 7. 44-7. 55 (IB, m) 7. 70-7.78(6B,m) 
[0 3 9 5] %W$m 

[0 3 9 6] 
[ftll7] 
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[0 3 9 7] TSSnSft^ftARtf^^rXrl/t 

[0398] mmm57\zmm<o^mtmm^m\z^ 

<DRK>\Z2- (4-(l,2 > 3-h»J77-^-2-^;0 

[0 3 9 9] A 
mp : 198-199 *C 
NMR : 6 mm (COCU) 

1.16(3H,d, J=7.1Hz) 3.39(lH,q, J=7.1flz) 3.89(lH,d,J= 
14.1Hz) 

4.83(lB,d, J=14.1Bz) 4. 85 (IB, s) 6. 72-6.80(2H,m) 7.4 
4-7. 55 (IB, m) 



(33) 4*18^8-5 34 2 6 
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7.64(2H,d, J=8.6Hz) 7.72(lH,s) 7. 76 (IB, s) 7.83(2H, 
s) 

8.08(2B,d, J=8.6Hz) 
[0 4 0 0] B 

NMR : 6 mm (CDCh) 

1.58(3B,d, J=7.0Hz) 3.46(1H,Q, J=7.0Bz) 4.67(lB,d,J= 
13. 9Hz) 

4.85(lE,d, J=1.3Ez) 5. 03(1H, d, J=13. 9Hz) 6.42-6.48(1 
10 H,m) 

. 6. 61-6. 67 (IB, m) 6. 93-6. 99 (IB, m) 7. 14(2H, brd, J=8. 6H 
z) 7.75(2B,s) 

7. 76 (IB, s) 7.80(2B,brd,J=8.6Bz) 7.86(lB,s) 

[0401] mmm 

k^>XMCY8 6 2 2ft (2X10 6 cfu/V^ 

x) &mm»m&mt<T£fto lmamfe -r^xiKg 

□ S#b&. 7HBWU TOS#H***Bl/t, 

[0 4 0 2] 
Ml] 
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65 



(34) 



* 1 
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it ^ ^ 2, 5 qg/kg 1 0 mg/kg 




7.0 7.0 



CN 
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(35) 

at i s «*) 



#B§¥8-5 3 4 2 6 

55 




(36) 
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* 1 



it £ m 




[iSH] 



#^8-5 3 4 2 6 

70 

2. Sag/kg 1 0 ng/kg 
7.0 6.4 

6.8 7.0 

6.6 6.2 
6.4 6.4 
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(37) 



m 1 m a**) 



8-53426 



72 



<t * «| 



2. 5 mg/kg 10 ag/kg 



7.0 7.0 




■me* /tf*i&ii#^ fi tummmmm 



(51) Int. Cl. 6 

A 6 1 K 31/435 
31/44 

C 0 7 D .403/10 2 4 9 

413/06 2 4 9 

417/06 2 4 9 

417/14 2 13 

2 3 3 

2 4 9 

513/04 3 4 3 

// CO 7M 7:00 

<72)shh# mm mm 

< 3-19-1-2 -203 

^^m^ < \mm#i m 9 - 7 z>< 2 

51*406 



(72)^hj^ mm * 

< 2 -23- 5 * v 
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